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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

[Docket  No.  80N-0012;  DESI  Nos.  S884, 

8924, 9049, 9405, 10367, 10826,  50168, 

50234] 

Certain  Topical  Anti-Infective  Drug 
Products;  Drugs  for  Human  Use;  Drug 
Efficacy  Study  implementation; 
Revocation  of  Exemption;  Notice  of 
Opportunity  for  Hearing 

agency:  Food  and  Drug  Administration. 
action:  Notice. 

summary:  This  notice  revokes  the 
temporary  exemption  for  continued 
marketing  of  certain  prescription  drug 
products  that  are  single-entity 
antibiotics  or  combination  anti-infective 
products  for  dermatologic  use.  Under  the 
exemption,  the  drugs  have  been  allowed 
to  remain  on  the  market  for  continued 
study  beyond  the  time  limit  scheduled 
for  implementing  the  Drug  Efficacy 
Study.  This  notice  also  reclassifies  the 
drugs  to  lacking  substantial  evidence  of 
effectiveness,  proposes  to  withdraw 
approval  of  the  new  drug  applications, 
and  offers  an  opportunity  for  a  hearing 
on  the  proposal. 

dates:  The  revocation  of  the  temporary 
exemption  is  effective  September  25, 

1981;  requests  for  hearing  by  October  26, 
1981;  material  submitted  to  support 
hearing  request  by  November  24, 1981. 
ADDRESSES:  Communications  in 
response  to  this  notice  should  be 
identified  with  Docket  No.  80N-0012  and 
the  appropriate  DESI  number,  and 
directed  to  the  attention  of  the 
appropriate  office  named  below. 

Request  for  hearing,  supporting  data 
and  information,  reports  of  studies,  and 
other  comments:  Dockets  Management 
Branch  (formerly  the  Hearing  Clerk) 
(HFA-305),  Food  and  Drug 
Administration,  Rm.  4-S2,  5600  Fishers 
Lane,  Rockville,  MD  20857. 

Requests  for  opinion  of  the 
applicability  of  diis  notice  to  a  specific 
product:  Division  of  Drug  Labeling 
Compliance  (HFD-310),  Bureau  of  Drugs, 
Food  and  Drug  Administration,  5600 
Fishers  Lane,  Rockville,  MD  20857. 

FOR  FURTHER  INFORMATION  CONTACT*. 
Suzanne  O’Shea,  Bureau  of  Drugs  (HFD- 
32),  Food  and  Drug  Administration,  5600 
Fishers  Lane,  Rockville,  MD  20857,  301- 
443-3650. 

SUPPLEMENTARY  INFORMATION:  In 

notices  published  in  the  Federal  Register 
of  June  17, 1971  (36  FR 11675)  (DESI 
8884),  June  6, 1972  (37  FR  11281, 11283) 
(DESI  8924,  9049),  June  20, 1972  (37  FR 
12166, 12171)  (DESI  10367,  50168.  50234), 


June  29, 1972  (37  FR  12856)  (DESI  10826), 
and  July  27, 1972  (37  FR  15033)  (DESI 
9405),  the  Food  and  Drug  Administration 
(FDA  classified  various  prescription 
drug  products  as  possibly  effective  for 
all  Aeir  labeled  indications  relating  to 
use  in  dermatologic  and  anogenital 
conditions,  or  as  anti-infective  agents. 
The  products  were  topical  single-entity 
antibiotic  drugs,  antibiotic/antibiotic 
combinations,  and  anti-infective/ 
corticosteriod  combinations  (including 
antibiotic/ corticosteroid  combinations). 
The  antibiotic  combinations  were  rated 
less  than  effective  because  evidence 
was  not  available  to  show  that  each 
component  contributed  to  the 
effectiveness  of  the  product.  In  the  case 
of  anti-infective/corticosteroid 
combinations,  FDA  questioned  the 
usefulness  of  the  anti-infective 
component  in  treating  corticosteroid- 
sensitive  dermatoses. 

Subsequently,  in  a  notice  published  in 
the  Federal  Register  of  December  14, 

1972  (37  FR  26623),  certain  single-entity 
and  combination  topical  antibiotic 
products  were  temporarily  exempted 
from  the  time  limits  established  for 
implementing  the  Drug  Efficacy  Study. 

In  a  notice  published  in  the  Federal 
Register  of  October  9, 1974  (39  FR 
36365),  FDA  stated  the  conations  for 
marketing  the  durgs  imder  the 
exemption  and  extended  the  exemption 
to  certain  other  antibiotic  combinations 
and  products  containing  one  or  more 
anti-infectives  (includii^  antibiotics) 
combined  with  a  corticosteroid  with  or 
without  odier  components,  provided  the 
corticosteroid  was  present  in  an 
effective  amount  In  a  notice  published 
in  the  Federal  Register  of  August  6, 1976 
(41  FR  32937,  Docket  No.  76N-0244,  DESI 
10959)  caldum  undecylenate/ 
corticosteroid  combination  products 
were  included  in  the  exemption. 

The  decision  to  extend  the  exemption, 
both  in  scope  and  in  time,  rested  on 
several  factors:  Many  topical  antibiotic 
and  anti-infective/corticosteroid 
combinations  have  had  wide  medical 
acceptance  as  useful  drugs  and 
appeared  to  be  a  unique  class  of  drugs. 
Tlie  components  in  most  of  these 
products  had  already  been  proven 
effective  as  single-entity  dr^s. 
Unanswered,  however,  was  the  question 
whether  each  component  contributed  to 
the  claimed  effects  of  a  combination 
product  composed  of  two  or  more  of  the 
components.  There  was  a  need  to 
establish,  by  appropriate  studies, 
whether  these  prodcuts  were  effective 
as  combination  products.  Another  factor 
in  the  agency’s  decision  to  exempt  the 
products  was  that  many  of  their 
components  are  also  components  of 


over-the-counter  (OTC)  drugs  and 
subject  to  review  as  part  of  the  ongoing 
OTC  study  (21  CFR  Part  330).  To  deal 
with  all  such  products  in  a  rational  and 
consistent  manner,  FDA  permitted  them 
to  remain  on  the  market  pending 
evaluation  of  all  relevant  scientific  data, 
including  data  submitted  for  the  OTC 
review  and  the  results  of  studies 
conducted  in  compliance  with  the 
temporary  exemption  for  prescription 
drugs. 

Because  of  the  complexities  in 
designing  and  conducting  clinical  trials 
on  multicomponent  drug  products,  the 
1974  notice  established  two  stages  for 
studies  on  the  products  containing  a 
corticosteroid.  The  first  stage  was  to 
develop  evidence  that  the  anti-infective 
component  tedcen  as  a  whole  and  the 
corticosteroid  component  both 
contribute  to  the  effectiveness  of  the 
product  in  the  treatment  of  infected 
steroid-sensitive  dermatoses.  (Clinical 
evaluation  of  combinations  containing 
an  antifungal  agent  were  to  be  directed 
at  the  cutaneous  or  mucocutaneous 
indication.)  The  second  stage  was  to 
develop  evidence  that  each  of  the 
specific  drugs  in  the  multi-ingredient 
anti-infective  component  contributes  to 
the  effectiveness  of  the  product,  making 
use  of  either  the  deliberations  of  the 
OTC  Antimicrobial  II  Panel  or  any 
studies  conducted  by  the  sponsors. 
Determination  of  the  effectiveness  of 
products  with  one  or  more  antibiotics 
but  no  corticosteroid  would  also  make 
use  of  the  final  report  of  the  OTC 
Antimicrobial  n  Panel. 

Revocation  of  Exemption 

Neither  the  findings  of  the  OTC 
Antimicrobial  n  Panel  nor  the  data 
submitted  by  the  sponsors  in  response 
to  the  temporary  exemption 
demonstrate  that  each  component  of 
these  combination  products  makes  a 
contribution  to  the  claimed  effects. 
'Therefore,  the  temporary  exemption 
granted  by  the  December  14, 1972, 
October  9, 1974,  and  August  6, 1976 
notices,  as  it  pertains  to  all  products 
covered  by  the  exemption,  is  revoked. 
’The  specific  products  are  listed  below. 

Drug  Products 

The  following  nonantibiotic  anti- 
infective  drug  products  were  subject  to 
the  exemption  and  are  covered  by  this 
notice  of  opportunity  for  a  hearing. 

1.  NDA 10-412;  Vioform-Hydrocortisone 
Cream  and  Ointment  containing 
iodochlorihydroxyquin  and  hydrocortisone; 
Ciba  Pharmaceutical  Co.,  566  Morris  Ave., 
Summit.  NJ  07901. 

2.  NDA  10-822;  Cor-Tar-Quin  Cream 
containing  coal  tar  solution. 
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diiodohydroxyquin,  and  hydrocortisone; 

Dome  Laboratories,  Division  of  Miles 
Laboratories,  Inc.,  400  Morgan  Ln.,  West 
Haven,  CT  06516. 

3.  NDA 10-959;  Caldecbrt  Ointment 
containing  calcium  undecylenate  3%  and 
hydrocOTtisone  acetate  1%;  Pennwalt  Corp., 
Pharmaceutical  Division,  P.O.  Box  1710, 
Rochester,  NY  14603. 

4.  NDA  11-207;  Cor-Tar-Quin  Lotion 
containing  coal  tar  solution, 
diiodohydroxyquin,  and  hydrocortisone; 

Dome  Laboratories. 

There  are  no  new  drug  applications  for  the 
following  nonantibiotic  anti-infective  drugs 
for  which  the  sponsors  have  submitted 
information  intended  to  support  the  drug 
products’  effectiveness: 

1.  lodochlorhydroxyquin  with 
Hydrocortisone  Cream;  Byk-Gulden.  Inc.,  P.O. 
Box  730,  Hicksville,  NY  11802. 

2.  Racet  Cream  containing 
iodochlorhydroxyquin  and  hydrocortisone; 
Lemmon  Pharmacal  Co.,  P.O.  Box  30, 
Sellersville,  PA  18960. 

3.  Ze-Tar-Quin  Cream  containing 
diiodohydroxyquin,  coal  tar,  and 
hydrocortisone;  Dermik  Laboratories,  500 
Virginia  Dr.,  Fort  Washington,  PA  19034. 

4.  Zetone  Cream  containing  coal  tar  and 
hydrocortisone;  Dermik  Laboratories,  Ina 

5.  Vytone  Cream  containing 
diiodohydroxyquin  with  hydrocortisone; 
Dermik  Laboratories,  Inc. 

In  the  Federal  Register  of  October  28. 
1980  (45  FR  71354),  FDA  amended  the 
antibiotic  regtilations  to  exempt 
dermatologic  drug  products  from 
certification  requirements.  The 
regulation  was  amended  because  FDA 
had  determined  that  batch-by-batch 
testing  by  FDA  is  not  necessary  to 
ensure  the  strength,  quality,  and  purity 
of  the  drugs.  The  antibotics  exempted 
from  batch  certification  are  considered 
new  drugs  subject  to  the  requirements  of 
section  505  of  the  act  (21  U.S.C.  355). 
Further,  as  stated  in  the  October  28, 1980 
regulation,  antibiotic  drug  products 
exempted  from  certification  that  are 
subject  to  the  DESI  review  must 
continue  to  conform  to  the  requirements 
of  the  review.  Thus,  the  following  Form 
5’s  (indicated  by  numbers  in  the  ‘‘50,000” 
series)  are  now  considered  ‘‘deemed 
approved”  NDA’s  (NDA’s  approved 
with  no  showing  of  effectiveness;  that  is, 
on  the  basis  of  safety  only).  The 
following  Form  6's  (indicated  by 
numbers  in  the  “60,000”  series)  are  now 
considered  conditionally  approved 
ANDA’s  (ANDA’s  based  on  “deemed 
approved”  NDA’s  temporarily  exempted 
from  the  time  limits  established  for 
implementing  the  Drug  Efficacy  Study). 
FDA  will  maintain  the  certification 
regulations  in  the  Code  of  Federal 
Regulations  as  public  standards  until  the 
effectiveness  of  the  products  formerly 
certified  under  them  is  finally  resolved. 

The  following  products  are  subject  to 
this  notice  of  opportunity  for  a  hearing 


and  were  being  certified  when  the 
temporary  exemption  for  continued 
marketing  was  granted,  or  were  certified 
later  with  the  imderstanding  that  they 
would  be  subject  to  the  exemption  as 
well.  For  convenience,  the  products 
have  been  listed  according  to  the 
monographs  under  which  they  were 
previously  certified. 

1. 21  CFR  444.542a  Neomycin  sulfate- 
ointment. 

a.  Neomycin  sulfate-flurandrenolone 
acetonide  (Qurandrenolide)  ointment: 

1.  NDA  50-345;  Cordran-N  Ointment;  Eli 
Lilly  &  Co.,  P.O.  Box  618,  Indianapolis,  IN 
46206. 

b.  Neomycin  sulfate-fluorometholone 
ointment: 

1.  NDA  60-480;  Neo-Oxylone  Ointment; 

The  Upjohn  Co.,  7171  Portage  Rd., 

Kalamazoo,  Ml  49001. 

c.  Neomycin  sulfate-hydrocortisone  acetate 
ointment: 

1.  NDA  60-387;  American  Pharmaceutical 
Co.,  P.O.  Box  448,  Passaic,  N)  07055. 

2.  NDA  60-751;  Neo-Cortef  Ointment;  The 
Upjohn  Co. 

3.  NDA  60-922;  (0.5%,  1%.  and  2.5%); 

Biocraft  Laboratories,  Inc.,  92  Route  46,  East 
Paterson,  N)  07407. 

4.  NDA  61-154;  Ambix  Laboratories, 
Division  of  Organic  Corporation  of  America. 
1615  East  51st  St.,  North  Bergen,  N)  07047. 

d.  Neomycin  sulfate-hydrocortisone 
ointment: 

1.  NDA  60-202;  (1%  and  2.5%);  Kasco-Efco 
Laboratories,  Inc.,  Division  of  Byk-Gulden, 
Inc. 

2.  NDA  60-205;  Cortomycin  Ointments  (1% 
and  2.5%);  Bryant  Pharmaceutical  Corp.,  70 
MacQueston  Pwky.,  South  Mount  Vernon,  NY 
10550. 

3.  NDA  60-315;  (0.5%,  1%,  and  2.5%);  Byk- 
Gulden,  Inc. 

4.  NDA  60-410;  Nycin-HC  Ointment; 
Schlicksup  Drug  Co.,  Inc.,  420-22  Southwest 
Washington  SL,  Peoria,  IL  61602. 

5.  NDA  60-904;  Premo  Pharmaceutical 
Laboratories,  Inc.,  Ill  Leaning  St,  South 
Hackensack,  N)  07606. 

6.  NDA  61-106;  Doak  Pharmacal  Co..  Inc., 
700  Shames  Dr.,  Westbury,  LI^  NY  11590. 

7.  NDA  61-319;  Femdale  Laboratories,  Ina, 
780  West  Eight  Mile  Rd.,  Femdale,  Ml  48220. 

8.  NDA  62-104;  Clay-Park  Laboratories, 

Inc.,  3339  Park  Ave.,  Bronx,  NY  10456. 

e.  Neomycin  sulfate-hydrocortamate 
hydrochloride  ointment: 

1.  NDA  10-697;  Neo-Magnacort  Ointment 
Pfizer  Laboratories,  Division  of  Charles  Pfizer 
&  Co.,  Inc.,  235  East  42d  St.,  New  York,  NY 
10017. 

2.  NDA  12-454;  The  Ulmer  Pharmacal  Co., 
Division  of  Physicians  and  Hospitals  Supply 
Co.,  2440  Ferabrook  Ln.,  Minneapolis, 

55441. 

f.  Neomycin  sulfate-prednisolone  acetate 
jiintment: 

1.  NDA  61-036;  Neo-Delta-Cortef  Ointment; 
The  Upjohn  Co. 

g.  Neomycin  sulfate-triamcinolone 
acetonide  ointment: 

6.  NDA  61-064;  Neo-Aristocort  Ointment; 
Lederle  Laboratories,  North  Middletown  Rd.. 
Pearl  River,  NY  10965. 


h.  Neomycin  sulfate-hydrocortisone-coal 
tar  extract  ointment 

1.  NDA  10-826;  Neo-Tarcortin  Ointment; 
Reed  &  Camrick,  30  Boright  Ave.,  Kenilworth, 
NJ  07033. 

i.  Neomycin  sulfate-hydrocortisone 
acetate-calcium  undecylenate  ointment: 

1.  NDA  60-651;  Caldecort  Ointment 
Pennwalt  Pharmaceutical  Division,  Pennwalt 
Corp. 

n.  21  CFR  444.542b  Neomycin  sulfat% 

- —cream. 

a.  Neomycin  sulfate-betamethasone  cream: 

1.  NDA  50-340;  Celestone  Cream  with 

Neomycin;  Schering  Corp.,  Galloping  Hill 
Road,  Kenilworth.  N)  07033. 

b.  Neomycin  sulfate-dexamethasone 
sodium  phosphate  cream: 

1.  NDA  50-323;  Neo-Decadron  Cream; 
Merck  Sharp  &  Dohme,  Division  of  Merck  & 
Co.,  Ina,  West  Point  PA  19101. 

a  Neomycin  sulfate-sodhim 
dexamethasone  cream: 

1.  NDA  13-539;  Neo-Decadron  Cream: 
Merck  Sharp  ft  Dohme. 

d.  Neomycin  sulfate-dichlorisone  cream: 

1.  NDA  12-303;  Neo-Diloderm  Cream; 

Schering  Corp. 

e.  Neomycin  sulfate-fluocinolone  acetonide 
cream; 

1.  NDA  60-700;  Neo-Synalar  Cream; 

Syntax  Laboratories.  Ina,  3401  Hillview  Ave., 
Palo  Alto,  CA  94304. 

f.  Neomycin  sulfate-methylprednisolone 
acetate  cream: 

1.  NDA  60-611;  Neo-Medrol  Acetate;  The 
Upjohn  Co. 

g.  Neomycin  sulfate-triamcinolone 
acetonide  cream: 

1.  NDA  60-710;  Neo-Aristocort  Cream; 
Lederle  Laboratories. 

in.  21  CFR  444.542c  Neomycin  sulfate- 
- lotion. 

a.  Neomycin  sulfate-hydrocortisone 
acetate  lotion: 

1.  NDA  50-374;  Neo-Cortef  Lotion;  The 
Upjohn  Co. 

b.  Neomycin  sulfate-hydrocortisone  lotion: 

1.  NDA  10-116;  Hydromet  Merck  Sharp  ft 
Dohme. 

2.  NDA  50-307;  Neo-Cort-Dome  Lotion 
(0.5%  and  1%);  Dome  Laboratories. 

c.  Neomycin  sulfate-prednisolone  acetate 
lotion: 

1.  NDA  61-038;  Neo-Delta-Cortef  Lotion; 
The  Upjohn  Co. 

d.  Neomycin  sulfate-prednisolone  sodium 
phosphate  lotion: 

1.  NDA  10-990;  Neo-Hydeltrasol;  Merck 
Sharp  ft  Dohme. 

e.  Neomycin  sulfate-flurandrenolone 
lotion: 

1.  NDA  50-164;  Cordran-N  Lotion;  Eli  Lilly 
ft  Co. 

IV.  21  CFR  444.542f  Neomycin  sulfate- 
gramicidin-triamcinolone  acetonide  ointment. 

1.  NDA  60-935;  Kenalog-S  Ointment;  E.  R. 
Squibb  ft  Sons,  Ina,  P.O.  Box  191,  New 
Brunswick,  N)  08903. 

V.  21  CFR  444.542g  Neomycin  sulfate- 
gramicidin-triamcinolone  acetonide  cream. 

1.  NDA  60-928;  Kenalog-S  Cream;  E.  R. 
Squibb  ft  Sons,  Inc. 

VI.  21  CFR  444.542h  Neomycin  sulfate- 

gramicidin - lotion. 
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a.  Neomycin  sulfate-gramicidin- 
triamcinolone  acetonide  lotion. 

1.  NDA  60-929;  Kenalog-S  Lotion;  E.  R. 
Squibb  &  Sons.  Inc. 

b.  Neomycin  sulfate-gramicidin- 
fludrocortisone  acetate  lotion. 

1.  NDA  9-554;  Florinef;  E.  R.  Squibb  & 

Sons. 

VII.  21  CFR  444.542i  Neomycin  sulfate- 
- topical  aerosol. 

a.  Neomycin  sulfate-triamcinolone 
acetoittde  topical  aerosol. 

1.  NDA  61-065;  Neo-Aristoderm  Foam; 
Lederle  Laboratories. 

b.  Neomycin  sulfate-dexamethasone  ' 
topical  aerosol; 

1.  NDA  50-325;  Neo-Decaspray  Aerosol; 
Merck  Sharp  &  Dohme. 

VIII.  21  CFR  446.567a  Oxytetracycline 
hydrochloride-hydrocortisone  ointment. 

1.  NDA  61-011;  Terra-Cortril  Topical 
Ointment;  Pfizer  Laboratories. 

IX.  21  CFR  446.567e  Oxytetracycline 
hydrochloride-polymyxin  B  sulfate- 
hydrocortisone  topical  aerosol. 

1.  NDA  60-632;  Terra-Cortril  Topical 
Aerosol;  Pfizer  Laboratories. 

X.  21  CFR  448.513c  Bacitracin  zinc- 
neomycin  sulfate-polymyxin  B  sulfate- 
hydrocortisone  ointment. 

1.  NDA  60-336;  Neo-Polycin  HC  Ointment; 
The  Dow  Chemical  Co.,  P.O.  Box  68511, 
Indianapolis,  IN  46268. 

XI.  21  CFR  448.513d  Bacitracin  zinc- 
neomycin  sulfate-polymyxin  B  sulfate  topical 
powder. 

1.  NDA  50-166;  Neosporin  Topical  Powder; 
Burroughs-Wellcome  &  Co.,  Inc.,  3030 
Cornwallis  Rd.,  Research  Triangle  Park,  NC 
27749. 

XII.  21  CFR  448.513e  Bacitracin  zinc- 
neomycin  sulfate-polymyxin  B  sulfate  topical 
aerosol. 

1.  NDA  50-167;  Neosporin  Aerosol; 
Burroughs-Wellcome  &  Co.,  Inc. 

XIII.  21  CFR  449.550c  Nystatin-neomycin 

sulfate-gramicidin - ointment. 

a.  Nystatin-neomycin  sulfate-gramicidin- 
triamcinolone  acetonide  ointment. 

1.  NDA  60-572;  Mycolog  Ointment;  E.  R. 
Squibb  &  Sons,  Inc. 

2.  NDA  62-045;  Myco  Triacet;  Premo 
Laboratories. 

3.  NDA  62-135;  Byk-Gulden,  Inc. 

4.  NDA  62-166;  Tri-Statin  Topical  Cream; 
Clay-Park  Laboratories. 

5.  NDA  62-260;  Clay-Park  Laboratories.  Inc. 

b.  Nystatin-neomycin  sulfate-gramicidin- 
fluorocortisone  acetate  ointment: 

1.  NDA  60-650;  Myconef  Ointment;  E.  R. 
Squibb  &  Sons,  Inc. 

XIV.  21  CFR  449.550e  Nystatin-neomcyin 
sulfate-gramicidin-triamcinolone  acetonide 
cream. 

1.  NDA  60-576;  Mycolog  Cream;  E.  R. 
Squibb  &  Sons,  Inc. 

2.  NDA  61-954;  Premo  Laboratories. 

3.  NDA  62-136;  Byk-Gulden,  Inc. 

XV.  21  GFR  452.510a  Erythromycin 
ointment. 

1.  NDA  8-945:  Erythromycin  Ointment;  The 
Upjohn  Co. 

2.  NDA  50-184;  Erythrocin  Ointment; 
Abbott  Laboratories. 

3.  NDA  50-368;  Ilotycin;  Dista  Products  Co., 
Division  of  Eli  Lilly  &  Co.,  P.O.  Box  1407, 
Indianapolis,  IN  46206. 


4.  NDA  60-646:  Ilotycin  No.  90  Ointment; 

Eli  Lilly  &  Co. 

XVI.  21  CFR  455.503a  Calcium 
amphomycin-neomcyin  sulfate- 
hydrocortisone  acetate  cream. 

1.  NDA  50-350;  Amphocortrin  Cream: 
Wamer-Chilcott  Laboratories. 

As  stated  in  the  October  28, 1980  notice, 
dermatologic  antibiotic  products  that  in  the 
absence  of  certificate  regulations  are 
released  are  exempt  from  batch  certification 
in  the  same  manner  and  to  the  same  extent 
as  those  products  subject  to  published 
regulations.  Thus,  the  following  Form  5's  and 
Form  6's  are  considered  “deemed  approved" 
NDA's  and  comlitionally  approved  ANDA’s, 
respectively.  The  following  products  are 
covered  by  this  notice,  and  were  being 
released  when  the  temporary  exemption  for 
continued  marketing  was  granted,  or  were 
subsequently  released  with  the 
understanding  that  they  would  be  subject  to 
the  exemption  as  well. 

a.  Polymyxin  B  sulfate-neomycin  sulfate: 

1.  NDA  50-175;  Neosporin  Lotion; 

Burroughs-Wellcome  &  Co.,  Inc. 

b.  Polymyxin  B  sulfate-neomycin  sulfate- 
gramicidin: 

1.  NDA  50-176:  Neosporin-G  Cream; 
Burroughs-Wellcome  &  Co.,  Inc. 

c.  Hydrocortisone-neomycin  sulfate- 
polymyxin  B  sulfate-gramicidin: 

1.  NDA  50-218;  Cortisporin  Cream; 
Burroughs-Wellcome  &  Co.,  Inc. 

d.  Hydrocortisone-neomycin  sulfate: 

1.  NDA  50-237;  Neo-Cort-Dome  Cream 
(0.5%  and  1%);  Dome  Laboratories. 

2.  NDA  50-284;  Neo-Hytone  Cream;  Dermik 
Laboratories.  Inc. 

e.  Hydrocortisone  acetate-neomycin 
sulfate: 

1.  NDA  61-049  (listed  in  intital 
classification  as  61-409);  Neo-Cortef  Creams 
(1%  and  2.5%);  The  Upjohn  Co. 

2.  NDA  60-319;  Hydrocortisone-Neomycin 
Cream  (0.5%  and  1%);  Byk-Gulden. 

f.  Hydrocortisone-neomycin  sulfate- 
nystatin; 

1.  NDA  50-242;  Neo-Nysta-Cort  Ointment; 
Dome  Laboratories. 

g.  Hydrocortisone-neomycin  sulfate- 
iodochlorhydroxyquin: 

1.  NDA  50-234;  Neo-Domeform-HC  Gream; 
Dome  Laboratories. 

h.  Hydrocortisone-neomycin  sulfate- 
bacitracin  zinc: 

1.  NDA  60-295;  Hydroderm  Ointment; 
Merck  Sharp  &  Dohme. 

i.  Hydrocortisone-neomcyin  sulfate- 
resorcinol  monoacetate-sulfur: 

1.  NDA  50-373:  Neo-Resulin-F  Cream; 
Schieffelin  &  Co..  562  Fifth  Ave.,  New  York, 
NY  10036. 

).  Hydrocortisone-nystatin: 

1.  NDA  50-244;  Nysta-Cort  Lotion;  Dome 
Laboratories. 

k.  Hydrocortisone-nystatin- 
iodochlorhydroxyquin: 

l.  NDA  50-234;  Nystaform-HC  Ointment; 
Dome  Laboratories. 

2.  NDA  50-236;  Nystaform-HC  Lotion; 
Dome  Laboratories. 

1.  Neomycin  sulfate-prednisolone  sodium 
phosphate: 

1.  NDA  50-378;  Neo-Hydeltrasol  Ointment; 
Merck  Sharp  &  Dohme. 


m.  Neomycin  sulfate-prednisolone: 

1.  NDA  50-187;  Meti-Derm  with  Neomycin 
Aerosol;  Schering  Corp. 

2.  NDA  50-361;  Meti-Derm  with  Neomycin 
Ointment;  Schering  Corp. 

n.  Neomycin  sulfate-flurandrenolide: 

1.  NDA  50-346;  Cordran-N  Cream;  Eli  Lilly 
&  Co. 

o.  Bacitracin  zinc-neomycin  sulfate- 
polymyxin  B  sulfate-hydrocortisone  ointment: 

1.  NDA  50-168;  Cortisporin  Ointment; 
Burroughs-Wellcome  &  Co..  Inc. 

p.  Bacitracin  zinc-neomycin  sulfate- 
polymyxin  B  sulfate-hydrocortisone  acetate 
ointment: 

1.  NDA  60-795;  ICN  Pharmaceuticals.  222 
N.  Vincent  Ave.,  Covina,  CA  91722. 

q.  Bacitracin-neomycin  sulfate-polymyxin  B 
sulfate-hydrocortisone  acetate  ointment: 

1.  NDA  60-215;  Byk-Gulden,  Inc. 

2.  NDA  60-335;  Dow  Ghemicals,  Inc. 

3.  NDA  60-920;  Biocraft  Laboratories. 

4.  NDA  61-299;  ICN  Pharmaceuticals. 

Data  Reviewed 

Data  have  been  submitted  and 
reviewed  for  16  of  the  products  listed 
above.  None  of  the  data  submitted, 
however,  justify  classifying  the  products 
as  effective.  Several  studies  investigated 
too  few  patients  to  permit  evaluation  of 
the  effectiveness  of  the  product. 
Furthermore,  none  of  the  data  submitted 
for  any  combination  product 
demonstrate  that  each  component 
makes  a  significant  contribution  to  the 
claimed  effects  of  the  product,  as 
required  by  21  CFR  30().50(a).  The  data 
submitted  by  the  products'  sponsors  are 
fully  discussed  below. 

In  addition  to  the  data  submitted  by 
the  products’  sponsors,  FDA  has 
reviewed  the  Hndings  of  its  Advisory 
Review  Panel  on  OTC  Antimicrobial  (II] 
Drugs  on  topical  antibiotics  (42  FR 
17642).  The  Panel's  findings  do  not 
support  classifying  these  products  as 
effective.  The  Panel  reported  that  a 
"reasonable  expectation  *  *  *  (of] 
clinically  signiHcant  relier*  had  not  been 
conclusively  demonstrated  for  the  OTC 
use  of  topical  antibiotic  products  as  skin 
wound  antibiotics.  Specifically,  the 
Panel  concluded  that  the  available  data 
were  insufficient  to  permit  final 
classification  of  the  following 
antibiotics:  bacitracin;  gramicidin  D; 
neomycin  sulfate;  polymyxin  B  sulfate; 
and  tetracyclines  (chlortetracycline 
hydrochloride,  oxytetracycline 
hydrochloride,  and  tetracycline 
hydrochloride).  In  addition,  the  Panel 
concluded  that  the  available  data  were 
insufficient  to  support  a  final 
classification  of  the  following 
combinations  of  antibiotics:  neomycin- 
polymyxin-bacitracin;  bacitracin- 
neomycin;  bacitracin-polymyxin; 
tetracycline-polymyxin;  and  gramicidin- 
neomycin.  No  data  were  submitted  on 
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combinations  of  antibiotics  with 
nonantibiotics,  and  the  Panel  made  no 
finding  on  the  effectiveness  of  this  type 
of  combination  product. 

1.  Vioform-Hydrocortisone  Cream 
(iodochlorhydroxyquin  and 
hydrocortisone)  manufactured  by  Ciba 
Pharmaceutical  Co.  Ciba  submitted  the 
results  of  two  multicenter  studies 
comparing  the  effectiveness  of  Vioform- 
Hydrocortisone  Cream,  Vioform 
(iodochlorhydroxyquin)  Cream, 
Hydrocortisone  Cream,  and  placebo 
cream.  In  the  first  study  (Carpenter  et 
al),  seven  investigators  examined  690 
patients.  Patients  were  to  enter  the 
study  only  if  they  had  (a)  secondary 
bacterial  or  fungal  infections,  or  both,  in 
association  with  dermatitis,  eczematoid 
dermatitis,  neurodermatitis,  atopic 
dermatitis,  or  intertriginous  eruptions,  or 
(b)  primary  fimgal  infections  where  anti¬ 
inflammatory  and  antifungal  action  was 
indicated.  Of  the  690  patients  entered, 
there  were  231  analyzable  with  bacterial 
infections,  and  49  analyzable  with  only 
fungal  infections.  The  treatment  period 
was  7  days,  with  one  pretreatment  visit 
one  interim  visit  and  one  end-of- 
treatment  visit 

The  sponsor  analyzed  the  patients* 
global  response,  and  symptomatic  relief 
of  pruritis,  burning,  and  erythema  at 
visit  two  and  at  the  final  visit  Pathogen 
conversion  was  evaluated  at  the  final 
visit.  In  comparing  Vioform- 
Hydrocortisone  to  its  two  components 
for  the  patients  with  bacterial  infections, 
the  sponsor  found  statistically 
significant  differences  favoring  the 
combination  over  the  Vioform  in 
pruritis,  burning,  and  global  evaluation, 
at  the  second  and  the  final  visit  The 
sponsor  found  a  statistically  significant 
difference  favoring  the  combination  over 
hydrocortisone  in  global  evaluation  at 
the  second  visit 

The  study  fails  to  demonstrate  the 
contribution  of  Vioform  to  the 
combination  product  At  the  only  visit 
where  the  combination  was  considered 
more  effective  than  hydrocortisone 
alone  (second  visit  global  evaluation] 
the  base  cream  was  more  effective  in 
global  evaluation  than  Vioform  alone. 
This  paradoxical  result  and  the  failure 
to  demonstrate  a  contribution  by 
Vioform  to  response  in  any  other 
measure  or  at  the  other  evaluation  time 
detract  from  the  single  statistioally 
significant  difference  between  Vioform- 
Hydrocortiaone-treated  patients  and 
hydrocortisone-treated  patients. 

In  the  second  study  (Brecker  et  al.),  23 
investigators  studied  557  patients.  Each 
patient  was  initially  diagnosed  as 
having  acute  cutaneous  fungal  infection 
indicated  by  KOH  examination,  a  test  to 
determine  presence  of  fungal  elements. 


The  protocol  calls  for  independent 
laboratory  verification  of  fongal 
infection.  Two  laboratory  tests  were 
employed,  a  replication  of  the  KOH  test 
and  culturing  of  material  from  the 
infected  area.  The  protocol  states  that  a 
positive  result  with  either  test  would 
represent  confirmation  of  fungal 
infection.  The  sponsor  coimt^  354 
patients  as  having  verified  fungal 
infections.  The  patients  and  the 
physicians  each  evaluated  the  patients’ 
global  response.  Symptomatic  relief  of 
erythema,  scaling,  itching,  exudation, 
and  vesiculation  was  also  evaluated. 
Evaluations  were  made  at  the  second 
and  third  visits,  and  the  “last  visit.” 

“Last  visit”  was  visit  2  for  18  of  354 
verified  patients,  and  visit  3  for  the  other 
336  verified  patients.  Cultural 
conversion  and  KOH  conversion  were 
also  evaluated  at  the  third  visit. 

For  patients  with  culturally  verified 
infections,  at  the  third  visit,  the  sponsor 
found  Vioform-Hydrocortisone  to  be 
superior  to  Vioform  alone  only  in 
physician  evaluation  and  erythema. 
Vioform-Hydrocortisone  was  superior  to 
hydrocortisone  and  vehicle  for  all 
analyses  performed:  erythema,  scaling, 
itching,  patient  evaluation,  physician 
evaluation,  cultural  conversion,  and 
KOH  conversion.  Comparisons  on  the 
“last  visit,”  virtually  all  (95  percent)  of 
which  were  the  thi^  visit,  produced  the 
same  results  as  the  visit  3  comparisons. 
The  sponsor  concluded  that  the 
superiority  of  the  combination  product  is 
demonstrated  by  this  study. 

Because  all  investigators  followed  the 
same  protocol  Ciba  pooled  the  data 
fi*om  all  patients.  There  is  no  analysis 
showing  that  the  data  are  appropriate 
for  pooling,  or  that  the  data  are 
consistent  across  physicians. 
Disregarding  the  possibility  of  physician 
effect  is  particularly  unacceptable  with 
variables  which  require  subjective 
judgment,  such  as  i^ysician  evaluation 
(21  CFR  314.111{a){5)(U)(o)(5)). 

According  to  the  protocol,  patiefits 
whose  laboratory  verification  showed 
fungal  infection  were  to  be  statistically 
analyzed  separately  from  patients 
whose  laboratory  verification  showed 
no  fungal  infections.  The  possibility  of 
an  interaction  between  infection  status 
and  treatment  was  to  be'  examined.  Ciba 
interpreted  laboratory  verification  as 
being  cultural  verification  (i.e., 
confirmation  by  repeat  KOH  was  not 
sufficient),  and  foi:^  that  the  results 
were  different  for  the  verified  and 
unverified  patients,  the  combination 
performing  better  in  the  verified  group. 
Ignoring  the  results  of  the  laboratory 
KOH  test  in  determining  which  patients 
are  verified  requires  justification,  if  the 


verified/unverified  distinction  is  to  be 
the  basis  for  concluding  that  the 
combination  is  effective.  In  addition,  the 
sponsor  does  not  appear  to  have 
reported  all  factors  used  to  distinguish 
between  infected,  uninfected,  and 
unacceptable  patients  because  its 
frequency  distributions  of  verified  and 
unverified  patients  are  not  duplicable. 

Even  if  only  the  patients  Ciba 
considered  verified  are  analyzed,  the 
results  of  the  study  provide  little 
evidence  that  hydrocortisone  makes  a 
significant  contribution  to  the  complete 
formulation  (21  CFR  300.50(a)).  All 
patients  evaluated  their  own  response  to 
vesiculation,  exudation,  erythema, 
scaling,  and  pruritus.  Vesiculation  and 
exudation  are  not  very  useful  as  indices 
of  response  because  initially  visiculation 
was  absent  in  72  percent  of  the  patients 
and  exudation  was  absent  in  79  percent. 
Patients  also  evaluated  scaling  and 
pruritus — conditions  that  can  vary  with 
inconstant  factors  such  as  rubbing, 
scratching,  sweating,  anxiety,  or 
temperature — and  found  almost  no 
difference  in  the  effectiveness  of 
Vioform-Hydrocortisone  and  Vioform  in 
treating  these  conditions.  The  patients 
also  evaluated  their  global  response. 
Both  Vioform-Hydrocortisone  and 
Vioform  eliminated  or  greatly  decreased 
^discomfort  in  59  percent  of  the  patients. 
Thus,  only  for  er^ema  was  there  any 
evidence  of  a  contribution  for 
hydrocortisone.  Clearly,  analysis  of 
patient  responses  indicates  that 
hydrocortisone  contributed  very  little  to 
the  combination  (21  CFR  300.50(a]]. 

All  patients  initially  showed  fungal 
infection  by  at  least  one  positive  KOH 
examination.  The  percentage  of  patients 
in  each  treatment  group  w^  were  KOH- 
negative  by  the  end  of  the  study  was: 
Vioform-Hydrocortisone— 47.1% 

Vioform — 57% 

Hydrocortisone — ^23.1% 

Placebo — 32% 

Hydrocortisone  is  somewhat  less 
effective  than  placebo  by  this 
measurement,  and  perhaps  even  inhibits 
the  effectiveness  of  the  complete 
formulation  (21  CFR  300.50(a]).  Only  61 
percent  of  the  patients  had  positive 
initial  cultures.  The  percentage  of 
initially  positive  cultures  in  each 
treatment  group  that  by  the  final  visit 
became  negative  was: 
Vioform-Hydrocortisone — 67.1% 

Vioform — 75.6% 

Hydrocortisoiie-^-23% 

Placebo — 30% 

As  in  the  KC^  conversion 
measurements,  hydrocortisone  is  less 
effective  than  placebo,  and  even  seems 
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to  inhibit  slightly  the  effectiveness  of  the 
combination  product  (21  CFR  300.50(a)). 

The  sponsor’s  results  favoring 
Vioform-Hydrocortisone  over  Vioform 
in  the  veriHed  group  are  not  supported 
by  results  for  all  patients,  including 
unveriHed  patients.  It  should  be 
appreciated  that  the  “unverified" 
patients  did  have  verification  in  57 
percent  by  repeat  KOH  test — an 
acceptable  means  of  evaluation.  Thus, 
the  only  results  that  suggest  contribution 
of  hydrocortisone  depend  on  an  after- 
the-fact  choice  of  verification  method 
and.  at  best  involve  a  minor  symptom 
(erythema)  and  a  physician  global 
evaluation  unverified  by  patient 
evaluation.  Measurements  of  fungal  cure 
rate  suggest  that,  if  anything. 
Hydrocortisone  inferferes  with  cure. 

2.  Cor-Tar-Quin  Cream  (coal  tar 
solution,  diiodohydroxyquin  and 
hydrocortisone)  manufactured  by  Dome 
Laboratories.  Dome  submitted  the 
results  of  three  studies  that  compared 
the  effectiveness  of  Cor-Tar-Quin 
Cream,  a  three-component  combination, 
and  each  of  the  possible  twQ^-component 
combinations  that  could  be  made  from 
its  three  ingredients.  Each  patient  was  to 
have  an  infected  dermatosis.  The 
medications  were  applied  three  times 
daily.  The  subjects  returned  at  weekly 
intervals  for  3  weeks.  Cultures  were 
taken  and  a  clinical  evaluation  was 
performed  at  each  visit. 

The  pooled  results  indicate  that  in  the 
clincial  evaluation  of  the  patients  in  that 
treatment  group,  satisfactory  results 
were  obtained  with: 

Cor-Tar-Quin  Cream — 73.4% 
Hydrocortisone  plus 
diiodohydroxyquin — 75% 
Hydrocortisone  plus  liquor  carbonis 
detergens — 73.4% 

Liquor  carbonis  detergens  and 
diiodohydroxyquin — 68.6% 

Base — 52.9% 

There  was  also  a  similar  response  in  the 
percentage  of  culture  conversions: 
Cor-Tar-Quin — 62% 

Hydrocortisone  plus 
diiodohydroxyqiun — 65.5% 
Hydrocortisone  plus  liquor  carbonis 
detergens — 60.9% 

Liquor  carbonis  detergens  and 
diiodohydroxyqiun — 62.8% 

Base — 73.5% 

Clearly,  these  studies  do  not  show  that 
each  ingredient  contributes  to  the  effect 
of  the  combination  (21  CFR  300.50(a)). 

3.  Racet  Cream  (no  NDAJ 
(iodochhrhydroxyquin  and 
hydrocortisone)  manufactured  by 
Lemmon  Pharmacol  Co.  Lemmon's 
submission  consists  of  the  tablulated 
results  of  two  private  practitioners  who 
used  the  drug  product  in  47  patients,  and 


copies  of  10  published  papers  from  the 
literature.  The  patients  were  diagnosed 
as  having  15  different  conditions.  The 
results  were  stated  to  have  been 
excellent  in  7  patients,  good  in  27.  fair  in 
3,  and  poor  in  10,  No  adverse  reactions 
occured. 

The  submission  is  on  its  face  not  an 
adequate  and  well-controlled  study. 
There  is  no  comparison  of  the  drug  with 
a  control  (21  CFR  314.111(a)(5)(ii)(o)(4)), 
Moreover,  no  attempt  was  made  to 
assess  the  contributions  of  each 
component  of  the  combination  (21  CFR 
300.50(a)).  In  addition,  there  is  no  report, 
of  the  diagnostic  criteria  used  to  select 
the  patients  and  no  assurance  that  the 
patients  were  suitable  for  the  purposes 
of  the  study  (21  CFR 
314.111(a)(5)(ii)(a)(2)).  In  the  absence  of 
any  control  group  there  was  no  attempt 
to  minimize  bias  on  the  part  of  the 
observer,  nor  was  there  any  explanation 
of  the  methods  of  observation  or 
recording  the  results  (21  CFR 
314.111(a)(5)(ii)(o)(d)).  There  is  no 
summary  of  the  me^ods  of  analysis,  nor 
is  there  a  statistical  evaluation  of  the 
data  derived  firom  the  study  (21  CFR 
314.111(a)(5)(ii)(a)(5)). 

The  10  published  papers  all  concern 
the  use  of  Vioform-Hydrocortisone 
Cream  manufactimed  by  Ciba.  They  are 
critiqued  here  because  Vioform- 
Hydrocortisone  Cream  and  Racet  Cream 
contain  the  same  active  ingredients. 
Therefore,  the  papers  may  have  some 
bearing  on  the  effectiveness  of  Racet 
Cream. 

The  first  paper  (Carpenter,  C.  L.,  et  al., 
“Combined  Steroid-Anti-infective 
Topical  Therapy  in  Conunon 
Dermatoses:  A  Double-Blind,  Multi- 
Center  Study  of  lodochlorhydroxyquin- 
Hydrocortisone  in  227  Patients,"  Current 
Therapeutic  Research,  15(9):649-659, 
September  1973)  is  a  report  of  a 
multicenter,  randomized,  double-blind 
study  in  which  all  investigators  followed 
the  same  protocol  and  in  which  the 
results  were  pooled.  The  patients  were 
divided  into  four  treatment  groups  and 
received  either  the  combination  product 
(iodochlorhydroxyquin-hydrocortisone 
cream),  iodochlorhydroxyquin  cream, 
hydrocortisone  cream,  or  the  cream  base 
(placebo).  The  patients  had  primary 
diagnoses  of  contact  dermatitis, 
eczematoid  dermatitis,  atopic 
dermatitis,  neurodermatitis,  or 
intertriginous  eruption,  together  with 
suspected  secondary  bacterial  or  fungal 
infection.  Patients  with  primary  fungal 
infections  were  also  accepted  if  they 
seemed  to  need  anti-inflammatory  and 
antifungal  treatment.  At  the  end  of  the 
study,  patients  were  judged  on  their 
overall  response,  their  symptomatic 


improvement,  and  the  number  of 
pathogens  eliminated. 

The  authors  assert  that  for  the 
patients  given  the  combination  product, 
the  rate  of  “good  to  excellent”  overall 
responses  was  significantly  better,  the 
response  to  pruritus  was  more 
satisfactory,  and  pathogen  conversion 
rate  was  significantly  higher  than  that 
obtained  in  the  hydrocortisone  and 
placebo  groups. 

The  study  is  not  adequate  and  well 
controlled.  It  is  not  adequately  blinded. 
Iodochlorhydroxyquin  cream  and 
iodochlorhydroxyquin-hydrocortisone 
cream  may  cause  yellow  staining  of 
skin,  hair,  nails,  and  fabrics.  The  cream 
base  and  hydrocortisone  cream  cause 
no  stains.  ’Thus,  the  placebo  and  one  of 
the  active  control  preparations  do  not 
resemble  the  test  drug  and  the  sponsor 
has  not  minimized  bias  (21  CFR 
314.ni(a)(5)(ii)(o)(5)). 

The  other  nine  papers  report  on 
studies  that  are  inadequately  controlled 
and  largely  testimonial.  None  has  a 
control  group  or  attempts  to  compare  the 
combination  with  its  components  (21 
CFR  314.111(a)(5)(ii)(a)(4)  and  21  CFR 
300.50(a)). 

The  Baker  paper  (Baker,  K.  C., 
“Vioform-Hydrocortisone  Cream:  A 
Clinical  Report,"  Arizona  Medicine, 
15(3):189-190,  March  1958)  reports  on  the 
results  of  treating  155  patients  with 
Vioform-Hydrocortisone.  The  patients 
were  diagnosed  as  having  14  different 
conditions.  The  best  results  were 
obtained  in  patients  with  seborrheic 
dermatitis,  chronic  eczematous 
dermatitis,  and  intertrigo  with 
eczematous  dermatitis. 

The  study  is  totally  uncontrolled  and 
does  not  explore  the  contribution  of 
each  component.  Moreover,  the  method 
and  duration  of  the  treatment  are  not 
stated. 

The  third  paper  (Brooking,  D.  G.  W. 
and  J.  B.  Howell,  “Vioform- 
Hydrocortisone  Cream  in  Selected 
Dermatoses,”  Texas  State  Journal  of 
Medicine,  54:792-795,  November  1958) 
described  the  treatment  of  84  patients 
with  10  different  diagnoses.  The  cream 
was  applied  three  or  four  times  daily  for 
varying  lengths  of  time.  Results  were 
described  as  very  good  for  seborrheic 
dermatosis,  nummular  eczema, 
eczematoid  dermatitis  of  the  hands,  and 
lichen  simplex  chronicus. 

The  authors  said  a  simultaneous 
paired  comparison  was  made  whenever 
possible  with  “another  medication,”  but 
the  reference  drug  was  not  named  (21 
CFR  314.111(a)(5)(ii)(a)(4)).  Hie  study  is 
thus  essentially  uncontrolled  and  does 
not  assess  the  contribution  of  each 
component.  The  authors  did  not 
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describe  the  scoring  method  used.  Thus, 
the  protocol  is  inadequate  as  to  method 
or  scoring,  followup  schedule,  and 
duration  of  therapy  (21  CFR 
314.111{a)(5)(ii)(a)(5)). 

The  fourth  study  (James,  A.  P.  R., 
lodochlorhydroxyquinoline  (Vioform) 
Hydrocortisone  Cream  and  Lotion  in 
SuperHcial  Fungus  Infections,” 

Antibiotic  Medicine  and  Clinical 
Therapy,  5(4):266-269,  April  1958] 
describes  results  obtained  in  207  cases 
of  primary  and  secondary  superHcial 
fungus  infections  in  which  the  fungi 
were  demonstrated  microscopically. 
Results  were  described  as  excellent  in 
97  patients  and  as  satisfactory  in  93 
patients. 

Again  the  study  was  uncontrolled  and 
did  not  assess  the  contribution  of  each 
component.  The  study’s  protocol  is  also 
inadequate.  There  was  no  fixed  duration 
of  the  study  and  some  of  the  patients 
were  still  under  treatment  when  the 
paper  was  written.  In  addition,  the 
fi-equency  of  application  of  the  drug  was 
not  stated.  An  unspecified  number  of 
patients  received  concomitant  therapy, 
for  example  superficial  roentgen  therapy 
(21  CFR  314.111(a)(5)(ii)(a)(2)(///)).  No 
confirmatory  cultwes  were  taken  (21 
CFR  314.111(a)(5)(ii)(o)(2)(7')).  The 
method  of  scoring  was  not  described  (21 
CFR  314.111(a)(5)(ii)(a)(5)). 

The  fifth  paper  (James,  B.  M.  and  J.  A. 
Hunt,  "Vioform-Hydrocortisone  Cream 
in  Selected  Dermatoses  with  Emphasis 
on  Industrial  Cases,”  Industrial 
Medicine  and  Surgery,  27:199-201,  April 
1958)  is  a  report  of  results  in  treating  118 
cases  of  industrial  contact  dermatitis,  61 
cases  of  nonindustrial  contact 
dermatitis,  and  221  cases  of  12  other 
skin  diseases  (atopic  dermatitis,  chronic 
eczema,  monilial  paronychia,  psoriasis, 
lichen  simplex  chronicus,  nummular 
eczema,  seborrheic  dermatitus,  stasis 
dermatitis,  pruritus  ani  et  vulvi,  tinea, 
pyoderma,  and  otitis  externa).  The  drug 
was  applied  two  to  four  times  daily,  and 
duration  of  treatment  was  1  to  8  weeks. 
The  authors  state  that  results  of  "cured” 
or  “good”  were  obtained  in  94  percent  of 
industrial  contact  dermatitis  and  90 
percent  of  nonindustrial  contact 
dermatitis.  Results  of  cured  or  good  for 
the  other  diagnoses  ranged  firom  18 
percent  for  psoriasis  to  90  percent  for 
monilial  paronychia. 

The  study  had  no  control  and  did  not 
assess  the  contribution  of  each 
component.  This  study's  protocol  was 
also  inadequate  in  that  die  return  visit 
schedule  was  not  specified,  nor  were  the 
criteria  for  scoring  specified  (21  CFR 
314.111(a)(5)(ii)(a)(2)(yi;l  and  21  CFR 
314.111(a)(5)(ii)(o)(3)). 

Another  paper  (Montgomery,  R.  M. 
and  S.  Brezak,  'Topical  Use  of  Vioform 


Hydrocortisone  in  Podiatry,”  Journal  of 
the  American  Podiatry  Association, 
48(8):364-366,  August  1958)  is  a  report  of 
results  using  the  drug  two  or  three  times 
daily  on  26  patients  with  four  different 
conations  involving  the  feet:  atopic 
eczema,  contact  dermatitis, 
neurodermatitis,  and  stasis  dermatitis. 
The  author  asserts  that  all  patients  but 
three  obtained  good  results. 

The  study  was  uncontrolled  and  did 
not  assess  the  contribution  of  each 
component. 

T^  seventh  paper  (Montgomery,  R. 

M.  and  W.  M.  Lavette,  ‘Topical  Use  of 
Viofonn-Hydrocortisone  in 
Dermatology,”  Clinical  Medicine, 
6(l):29-32,  January  1959)  is  a  report  of 
clinical  experience  of  21  patients  with 
Vioform-Hydrocortisone  Ointment.  Of 
the  69  total  patients  in  the  study,  18  had 
contact  dermatitis  and  23  had  seborrheic 
dermatitis.  The  other  patients  were 
diagnosed  as  having  moniliasis,  rosacea, 
psoriasis,  nummular  eczema,  stasis 
dermatitis,  neurodermatitis,  asteatosis, 
atopic  eczema,  dermatophytid, 
dermatophytosis.  The  authors  claim  that 
good  results  occurred  in  91.3  percent  of 
the  patients. 

The  study  was  uncontrolled  and  did 
not  assess  the  contribution  of  each 
component.  The  protocol  is  also 
inadequate  in  other  respects.  The  - 
frequency  of  application  of  the  drug, 
duration  of  treatment,  and  criteria  for 
scoring  are  not  mentioned  (21  CFR 
314.111(a)(5)(ii)(a)(2)(77/)  and(3)). 

Another  paper  (Pearlstein,  S.  M., 
"Treatment  of  Nummular  Eczema,” 
Medical  Times,  86(10):1238-1239, 

October  1958)  is  a  report  of  the  author’s 
results  in  treating  50  cases  of  nummular 
eczema  with  Vioform-Hydrocortisone 
Cream  twice  daily.  The  author  asserts 
that  in  98  percent  of  the  patients  the 
results  were  “excellent,”  with  a  2 
percent  failure  rate  “due  to  primary 
irritancy.” 

The  study  was  imcontroUed  and  did 
not  assess  the  contribution  of  each 
component.  The  study’s  protocol  is  also 
inadequate  in  failing  to  specify  the 
duration  of  treatment  and  the  criteria  for 
scoring  (21  CFR  314.111(a)(5)(ii)(a)(2)(7//) 
and(3)h 

The  ninth  paper  (Riley,  K.  A., 
“Management  of  Chronic  Eczematoid 
Dermatitis  of  the  Hands,”  International 
Record  of  Medicine,  173:300-302,  May 
1960)  is  a  report  of  the  results  obtained 
by  41  patients  with  chronic  eczematoid 
dermatitis  of  the  hands  treated  with 
Vioform-Hydrocortisone  Cream  applied 
morning  and  night  and  after  washing 
hands  during  the  day.  Treatment 
duration  varied  firom  2  weeks  to  24 
weeks.  Some  of  the  patients  used 
aqueous  benzalkonium  solution  for  hand 


cleansing,  and  three  patients  were  given 
oral  antihistamines.  The  author  states 
that  at  the  end  of  2  weeks.  95.5  percent 
of  the  patients  had  improved,  and  at  the 
final  examination  after  24  weeks,  65.9 
percent  of  the  patients  showed 
completely  clear  skin. 

Tbe  study  was  uncontrolled  and  did 
not  assess  the  contribution  of  each 
component.  In  addition,  the  protocol  is 
inadequate  in  that  not  all  patients 
received  the  same  fi*equency,  duration, 
or  kind  of  treatment  (21  CFR 
314.111(a)(5)(ii)(a)(2)(/u)).  The  criteria 
for  scoring  results  are  unspecified  (21 
CFR  314.111(a)(5)(U)(o)(3)). 

The  tenth  paper  (Wexler,  L, 
“Seborrheic  Dermatitis:  Treatment  with 
an  lodochlorhydroxyquin- 
Hydrocortisone  Compound,”  Clinical 
Medicine,  8:505,  Meu^  1961)  is  a  report 
of  the  results  of  100  patients  with 
seborrheic  dermatitis  of  the  scalp 
treated  with  the  cream  once  daily.  The 
treatment  was  continued  until  the 
lesions  disappeared,  and  the  time 
required  for  dearing  was  noted.  If  the 
disorder  recurred,  the  recurrence  dates 
were  noted  and  treatment  resumed.  The 
clearing  time  was  again  noted. 

The  author  states  that  92  patients 
showed  complete  clearing  or  marked 
improvement  in  an  average  of  4.7  days. 
Ei^t  failed  to  improve.  ITiere  were 
many  recurrences  in  the  patients  who 
had  showed  improvement.  The  relapses 
required  an  average  of  2.9  days  to  clear. 

'Die  study  was  uncontrolled  and  did  . 
not  assess  the  contribution  of  each 
component.  The  study’s  protocol  is  also 
inadequate  in  that  nothing  is  said  about 
concomitant  treatment,  such  as 
shampooing  (21  CFR 
314.111(a)(5)(ii)(a)(2)(77i)).  The  rating 
scale  for  scoring  results  is  not  spedfied 
(21  CFR  314.111(a)(5)(u)(o)(3)). 

4,  lodochlorhydroxyquin  with 
Hydrocortisone  Cream  (no  NDA) 
manufactured  by  Byk-Gulden,  Inc.  Byk- 
Gulden  submitted  a  report  of  a  study 
employing  81  subjects  in  four  paraUel 
groups  comparing  (1)  cream  base 
(placebo),  (2)  cream  base  and 
hydrocortisone.  (3)  cream  base  and 
iodochlorhydroxyquin,  and  (4)  cream 
base,  iodochlorhydroxyquin,  and 
hydrocortisone  (the  product).  The 
diagnostic  selection  criterion  was  “acute 
eczematous  eruptions  with  secondary 
bacterial  infection.”  A  bacterial  culture 
was  taken  at  the  beginning  and  end  of 
the  study.  At  each  (rf  four  weekly  visits 
the  following  conditions  were  to  be 
evaluated:  pruritus,  excoriations, 
inflammation,  and  epidermal 
disruptions.  The  results  submitted 
include  the  investigator’s  overall  clinical 
evaluation  (excellent,  good,  fair,  or  no 
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response),  a  statistical  analysis  of  the 
investigator’s  evaluation,  and  a 
tabulation  of  culture  resiilts. 

The  study  is  not  adequate  and  well- 
controlled.  No  raw  data  were  submitted; 
the  results  are  given  in  summary  tabular 
form  only.  The  protocol  does  not  state 
the  diagnostic  criteria  for  acute 
eczematous  dermatitis  (21  CFR 
314.111(a)(5){ii){o)(2)(/)).  There  is  no 
indication  that  steps  were  taken  to 
minimize  bias  in  assigning  patients  to 
test  groups  (21  CFR 
314.111(a)(5)(ii)(o)(2)(//)).  The  protocol 
does  not  assure  comparabiUty  in  test 
groups  of  the  following  variables:  age, 
sex,  and  severity  or  duration  of  disease 
(21  CFR  314.111(a)(5)(ii)(o)(2)(iwl).  It 
appears  that  the  study  was  not  blinded 
(21  CFR  314.111(a)(5)(ii)(o)(4)).  The  test 
creams  that  contain 
iodochlorhydroxyquin  cause  yellow 
stains  on  the  skin,  but  plain  base  or 
hydrocortisone  creams  do  not.  The  plain 
base  and  hydrocortisone  creams  could 
have  been  formulated  so  that  they  loo 
would  cause  a  yellow  stain.  Thus  the 
unblinding  was  avoidable.  In  addition, 
the  evaluations  of  pruritus,  excoriation, 
inflammation,  and  epidermal  disruption 
were  not  submitted,  nor  were  the  results 
of  the  bacterial  cultures  analyzed  (21 
CFR  314.111(a)(5)(ii)(fl)(5)), 

Byk-Gulden’s  statistical  analysis  of 
the  overall  clinical  results  is  incomplete 
and  inadequate.  In  analyzing  the  overall 
clinical  evaluations,  the  sponsor  has 
combined  the  “excellent,”  “good,”  and 
"fair”  responses,  euid  determines  that 
iodochlorhydroxyquin  with 
hydrocortisone  is  significantly  superior 
to  each  of  its  components,  the  sponsor 
offered  no  justification  for  combining 
treatment  groups,  and  without  case 
reports  it  is  difficult  to  tell  whether  a 
response  of  good  is  nearly  excellent  or 
somewhat  better  than  no  response.  In 
addition,  when  the  number  of  patients  in 
each  response  category  (excellent  vs. 
good  vs.  fair  vs.  no  response]  for 
iodochlorhydroxyquin  with 
hydrocortisone  is  compared  with  the 
number  of  patients  in  each  response 
category  for  the  iodochlorhydroxyquin 
component,  there  are  no  significant 
differences  in  the  response  patterns  of 
the  treatment  groups,  indicating  that 
hydrocortisone  makes  no  contribution  to 
the  effectiveness  of  tho  combination. 
When  the  response  categories  for  ail 
treatment  groups  are  collapsed 
differently  from  the  way  suggested  by 
the  sponsof  (excellent/good  vs.  fair/no 
response;  excellent  vs.  good/fair/no 
response),  there  is  no  statistically 
significant  difference  among  the 
treatments.  Thus,  a  significant 
contribution  of  each  ingredient  can  be 
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shown  only  if  all  patients  with  “good”  or 
“fair”  responses  are  joined  with  the 
“excellent”  responses.  Because  the 
result  is  so  heavily  dependent  on  the 
way  in  which  the  responses  are 
collapsed  into  categories,  it  is  essential 
that  some  explanation  be  provided  of 
how  analyst  bias  was  avoided,  but  none 
was  (21  CFR  314.111(a)(5)(ii)(o)(5)). 
Because  the  study  is  not  well  controlled 
it  cannot  demonstrate  the  contribution 
of  each  ingredient  to  the  effect  of  the 
combination  (21  CFR  300.50(a)). 

5.  Products  manufactured  by  Dermik 
Laboratories  (no  NDA  ’sj.  Dermik 
submitted  data  on  the  effectiveness  of 
Ze-Tar-Quin  Cream,  Zetone  Cream,  and 
Vytone  Cream.  Studies  were  conducted 
for  each  product  comparing  the 
complete  formulation  with  that  of  its 
components.  However,  no  study 
investigated  more  than  15  patients. 
Therefore,  in  each  study  the  data  were 
insufficient  to  draw  any  conclusion  on 
the  effectiveness  of  the  product. 

6.  My  colog  Cream  (triamicinolone 
acetonide,  neomycin  sulfate,  gramicidin, 
and  nystatin),  manufactured  by  E.  R. 
Squibb  &  Sons.  Squibb  submitted  a 
clinical  study  to  support  the  possibly 
effective  indication  for  cutaneous 
candidiasis.  Fourteen  investigators 
studied  331  patients.  The  protocol  called 
for  a  randomized  double-blind 
comparison  of  Mycolog  Cream,  nystatin 
and  triamcinolone  acetonide  cream, 
nystatin  cream,  triamcinolone  acetonide 
cream,  and  placebo  cream.  As  a- 
criterion  for  admission  to  the  study,  all 
patients  were  to  have  had  a  clinical 
diagnosis  of  cutaneous  candidiasis, 
confirmed  by  potassium  hydroxide 
(KOH)  and  culture  examinations.  Some 
patients  also  exhibited  pathogenic 
bacteria.  A  total  of  18  to  36  patients 
were  to  be  studied  by  each  investigator. 
The  medications  were  applied  twice 
daily  until  the  lesions  cleared.  Patients 
were  observed  at  day  0,  3,  7, 14,  21,  and 
28,  at  which  time  individual  symptoms 
were  evaluated  and  graded  on  a  four- 
point  scale.  Followup  KOH 
examinations  were  to  be  performed  only 
if  at  the  last  visit  the  symptoms 
persisted.  No  followup  cultures  were 
performed. 

The  evaluation  of  response  was  based 
solely  on  the  clinical  assessment  of 
symptoms  of  the  disease.  Squibb  claims 
that  the  data  pooled  from  all  studies 
indicate  that  patients  with  clinically 
significant  bacteria  made  the  fastest  and 
best  response  when  treated  with 
Mycolog.  Specifically,  Squibb  claims 
that  those  patients  showed  significantly 
greater  improvement  thaii  patients 
treated  with  nystatin  alone  and 
triamicinolone  acetonide  alone  at  visit  2 
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and  patients  treated  with  all  other 
treatments  at  visits  3  and  4. 

The  October  9, 1974  Federal  Register 
notice  specified  the  kind  of  study 
needed  for  any  steroid/ anti-infective 
combination:  steroid  alone,  anti- 
infective  (whether  one  or  more  drugs) 
alone,  total  combination,  and  placebo. 

For  products  like  Mycolog,  which 
contain  an  antifungal  as  well  as  other 
anti-infectives,  two  other  groups  are 
needed:  antifungal  alone  and  antifungal/ 
steroid.  The  notice  states  it  is  not 
necessary  to  test  the  anti-infective  alone 
or  the  anti-infective/steroid 
combination.  This  could  be  confusing  at 
first  glance,  as  the  term  “anti-infective” 
is  used  first  to  refer  to  all  anti-infectives 
(including  antifungals)  and  later  to  refer 
to  anti-infectives  other  than  antifungals. 
In  context,  however,  it  is  apparent  that 
the  groups  to  be  omitted  are  the  anti- 
infectives  other  than  antifungals  and  the 
combination  of  these  with  a  steroid. 

There  still  must  be  a  group  receiving  all 
the  anti-infectives,  i.e.,  antifungal  and 
other  anti-infectives,  for  the  study  to  test 
the  contribution  of  the  steroid. 
Unfortunately,  Squibb  omitted  this 
group,  examining  only  five  combinations 
of  the  components  of  Mycolog:  the 
complete  combination  product,  nystatin 
alone,  triamicinolone  acetonide  alone, 
nystatin-triamcinolone  acetonide,  and 
placebo.  There  should  have  been  a 
nystatin-neomycin-gramicidin  group  as 
well.  If  the  overall  anti-infective 
component  (nystatin-neomycin  sulfate- 
gramicidin)  of  the  product  contributed  to 
the  effectiveness  of  the  combination 
product,  it  could  be  demonstrated  by 
Squibb's  selection  of  treatment  groups, 
but  the  contribution  of  the 
triamicinolone  cannot  be  shown  without 
the  additional  group.  This  defect  alone 
is  sufficient  to  consider  the  study 
incapable  of  satisfying  the  requirements 
of  the  combination  policy,  21  CFR 
300.50.  In  addition,  the  OTC 
Antimicrobial  II  Panel  concluded  that 
there  are  not  sufficient  data  to 
determine  the  effectiveness  of  a 
neomycin  sulfate-gramicidin 
combination.  Therefore,  it  has  not  been 
demonstrated  that  every  component 
contributes  to  the  combination  product 
as  required  by  21  CFR  300.50(a). 

It  should  be  noted  that  the  protocol  for 
the  study  was  not  approved  by  the 
agency.  The  October  9, 1974  notice 
required  the  firm  to  obtain  agency 
approval  of  the  protocol  before 
beginning  the  study. 

In  addition  to  its  fundamental  defect 
in  design,  the  study  demonstrates  little 
difference  between  Mycolog  and  the 
other  treatment  groups  in  time  to  cure 
for  all  patients,  regardless  of  presence  of 
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bacteria.  The  cumulative  percentage  of 
patients  claimed  to  be  cured  at  each 
visit  was: 
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The  study  is  also  flawed  because,  as 
Squibb  states,  in  some  cases  there  was 
no  visit  made  between  study  days  2  and 
4  (visit  2  study  day  range],  but  a  visit 
was  made  on  day  5  and  a  second  visit 
was  made  within  the  visit  3  range.  “In 
those  cases  the  day  5  visit  was 
considered  visit  2;  and  the  second  visit 
was  considered  visit  3.  Likewise,  in 
some  cases,  there  was  no  visit  made 
between  study  days  5  and  10.  .  .  The 
subsequent  visits  were  then  handled  in 
a  manner  similar  to  the  visit  2  data.  This 
tends  to  distort  the  time  scale  in  a 
process  that  is  time  dependent.  Squibb 
did  not  specify  how  many  mistimed 
observations  there  were,  nor  did  it 
demonstrate  that  the  method  of  handling 
the  mistimed  observations  did  not  bias 
the  analysis  (21  CFR 
314.111(a)(5)(ii)(o)(5)). 

Squibb  acknowledges  that  there  is 
little  difference  between  Mycolog  cream 
and  nystatin-triamcinolone  acetonide 
cream  in  overall  clinical  effectiveness. 
The  percent  of  patients  claimed  by  the 
sponsor  to  be  in  each  response  category 
regardless  of  presence  of  bacteria,  at  the 
end  of  the  study  was: 
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triamcinolone 

10 

24 

22 

Triamcinolone 

27 

4 

35 

33 

Placebo . . . 

28 

11 

11 

50 

The  factors  that  might  contribute 
significantly  to  any  observed  variation 
between  treatment  groups  include  site  of 
infection,  pretreatment  severity, 
duration  of  therapy,  frequency  of 
application,  and  presence  of  clinically 
significant  bacteria.  Of  all  these  possible 
significant  sources  of  variation,  Squibb 
examined  only  the  last  one  and  found  no 
signiflcant  differences  between 
treatment  groups  in  overall  response. 
The  percentage  of  patients  claimed  by 


the  sponsor  to  be  in  each  response 
category  was: 

PATIENTS  WITH  SIGNIFICANT  BACTERIA 
AT  FIRST  VISIT 


Cured 

(per¬ 

cent) 

Mar¬ 

ker^ 

'  inv 
proved 
(per- 
cerrt) 

Slightiy 

im¬ 

proved 

(per¬ 

cent) 

No 

improve- 

ment 

(percent) 

Mycolog. . 

64 

18 

14 

4 

Nystatirv 

triamcinolone 

acetonide 

55 

5 

26 

14 

Nystatin _ 

™.  67 

5 

19 

19 

Triamcinolone 

acetonide _ 

30 

9 

39 

22 

Placebo..™. _ 

33.3 

33.3 

0 

33.3 

PATIENTS  WITH  LESS  SIGNIRCANT 
BACTERIA  AT  RRST  VISIT 


Oaed 

(per¬ 

cent) 

Mar¬ 

kedly 

im¬ 

proved 

(per¬ 

cent) 

Slightly 

im¬ 

proved 

(per¬ 

cent) 

No 

improve¬ 

ment 

(percent) 

Mycolog . 

54 

6 

17 

23 

Nyslatit)- 

triamcinolone 

acetonide _ _ 

61 

9 

14 

16 

Nystatin . . . 

32 

14 

29 

25 

Triamcinolone 

acetonide.™ . 

25 

0 

32 

-  43 

Placebo _ 

23 

0 

17 

58 

It  is  clear  that  the  study  does  not 
demonstrate  the  contribution  of  each 
component  studied  to  the  clinical 
effectiveness  of  the  combination  product 
(21  CFR  300.50(a)). 

Squibb  has  not  shown  that  patients 
were  comparable  for  any  of  the  other 
factors  listed  above,  nor  has  it  discussed 
the  possibility  that  the  other  factors  or 
an  interaction  between  factors  is  the 
source  of  observed  differences  among 
treatment  groups  (21  CFR 
314.111(a)(5)(ii)(o)(2)(//y-)). 

Bacteriological  cultures,  KOH,  and 
fungal  cultures  were  not  performed  to 
conflrm  the  clinical  appearance  of  cure 
(21  CFR  314.111(a)(5)(ii)(o)(2)(7l).  Thus,  a 
useful  and  fully  objective  method  of 
assessment  of  the  treatments  over  the 
entire  course  of  the  study  was  ignored. 

No  clear  statement  of  the  statistical 
model  used  to  analyze  the  results  was 
submitted  (21  CFR  314.111(a](5)(ii)(a](5)]. 
The  parametric  analysis  of  variance 
fails  to  include  an  algebraic  expression 
of  the  model  used,  including  main 
effects  and  interactions  or  covariates  as 
necessary,  along  with  any  underlying 
distributional  assumptions.  It  has  not 
been  demonstrated  that  parametric 
methods  are  the  appropriate  ones  to  use 
in  this  case.  Squibb  did  not  provide  a 
complete  analysis  of  variance  table 
associated  with  each  statistical  model 
where  appropriate  test  statistics  and 
their  associated  degrees  of  freedom  are 
displayed.  A  comparison  of  the 


treatments  over  the  entire  course  of  the 
study  was  not  submitted.  Moreover, 
whenever  analyses  of  subsets  of  data  (in 
this  case  patients  with  clinically 
signiflcant  bacteria  at  baseline)  are 
used,  some  correction  must  be  made  for 
the  multiple  comparisons  that  arise  (Le^ 
all  patients,  patients  with  bacteria, 
patients  without  bacteria).  Squibb  haa 
not  analyzed  this  problem. 

The  protocol  specified  18-36  patients 
for  each  investigator.  However,  six 
studies  included  11  or  fewer  patients. 
Pooling  the  results  frvm  these  small 
studies  relies  on  assumptions  (such  as 
the  lack  of  a  treatment  by  investigator 
interaction]  which  it  is  not  possible  to 
test  because  of  the  small  number  of 
patients  per  investigator-treatment 
category.  Even  where  the  number  of 
patients  supports  such  scrutiny,  Squibb 
has  pooled  the  data  without  examining 
investigator  homogeneity  or  treatment 
by  investigator  interaction. 

Squibb  has  conducted  no  study  on 
Mycolog  Ointment  a  product  covered 
by  this  notice  and  containing  the  same 
active  ingredients  as  Mycolog  Cream.  In 
a  letter  of  January  3, 1975  the  firm 
implied  that  the  results  of  the  study  on 
the  cream  could  be  extrapolated  to  the 
ointment  formulation.  Squibb  has 
presented  no  evidence  to  demonstrate 
that  the  results  of  the  study  on  the 
cream  are  in  fact  extrapolable  to  the 
ointment.  Even  if  it  had,  however,  all  of 
the  defects  outlined  above  would 
pertain. 

None  of  the  nine  references  and 
articles  submitted  supports  the 
effectiveness  of  Mycolog.  The  Arndt  and 
the  Swartz  and  Weinberg  references  are 
from  textbook  chapters  which  discuss 
bacterial  infections  of  the  skin  in 
general.  Neither  mentions  Candida 
albicans  or  Monilia.  The  Louria  article 
and  the  Nilsson  and  Henning  article 
discuss  Candida  albicans  but  do  not 
discuss  Mycolog  Cream.  The  Polano  and 
Clark  articles  report  on  studies  in  which 
a  product  other  than  Mycolog  was 
tested.  The  Howell  article  is  a 
discussion  of  an  uncontrolled  open 
study  in  which  only  about  two-thirds  of 
the  patients  treated  with  Mycolog 
Ointment  had  candidiasis.  In  addition  to 
being  uncontrolled  and  failing  to 
address  the  combination  of  Mycolog's 
components,  the  study  is  unacceptable 
because  of  inappropriate  patient 
population  and  the  lack  of  confirmatory 
diagnosis  at  appropriate  intervals  (21 
CFR  314.111(a](5](ii)(a)(2](/)),  use  of 
concomitant  therapy  in  many  patients 
(21  CFR  314.111(a)(5)(ii)(o](^](iVi)),  and 
because  Mycolog  Ointment,  not  the 
cream,  was  studied  (21  CFR 
314.111(a](5)(ii](6]).  The  Olansky  article 
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is  a  discussion  of  an  uncontrolled  study 
in  which  118  patients  received  Mycolog 
Ointment,  but  only  30  of  the  patients 
had  candidiasis  or  moniliasis  (21  CFR 
314.111{a)(5)(ii)(o)(2)(/)).  The  study  is 
uncontrolled  and  does  not  assess  the 
contribution  of  the  components  of 
Mycolog  and  is  also  imacceptable 
because  there  were  no  confirming 
laboratory  tests  (21  CFR 
314.111(a)(5)(ii)(o)(2)(;]),  there  was 
concomitant  therapy  and  no  defined 
treatment  period  (21  CFR 
314.111(a)(5)(ii)(o)(2)(/«')).  and  the 
standards  of  evaluating  the  response 
were  not  given  (21  CFR 
314.111(a)(5)(ii)(a)(3)).  The  Beverate 
article  is  a  report  of  a  bilateral  paired 
comparison  study  on  30  patients  with 
proven  candidial  lesions.  However, 
Mycology  Cream  was  not  one  of  the 
drug  products  used  (21  CFR 
314.111(a)(5)(ii](fi]),  and  the  results  of 
the  study  seem  to  indicate  that  the 
single  ingredient  drug,  nystatin  cream,  is 
just  as  effective  in  the  treatment  of 
candidiasis.  In  addition,  most 
investigators  consider  bilateral  paired 
comparison  a  poor  way  to  determine 
effectiveness  because  of  problems  with' 
crossover. 

7.  Ilotycin  Ointment  No.  90(1% 
erythromycin),  manufactured  by  Eli 
Lilly  S'  Co,  Lilly  submitted  the  results  of 
a  study  investigating  the  effectiveness  of 
Ilotycin  Ointment  No.  90  in  treating 
impetigo.  Five  investigators  followed  the 
same  protocol.  The  protocol  called  for  a 
single-blind  comparison  of  Ilotycin 
Ointment  and  placebo  capsules  with 
placebo  ointment  and  Ilosone  Capsules 
or  Solution  (250  milligrams 
erythromycin).  Ilosone,  another  Lilly 
product,  is  approved  for  the  treatment  of 
impetigo.  According  to  the  protocol,  the 
ointment  was  applied  four  times  daily 
after  cleaning  the  area  with  warm 
compresses.  At  the  initial  visit,  a 
con^>lete  bacteriological  evaluation  was 
performed  on  each  patient  and  each 
patient's  condition  was  classified  as 
mild  (as  many  as  6  lesions),  moderate  (6 
to  20  lesions),  or  severe  (20  or  more 
lesions).  Patients  were  to  return  every 
other  day  for  6  days,  when  they  would 
be  evaluated  as  cleared,  improved, 
unchanged,  or  worse.  Two  final 
evaluations  were  to  be  made:  the 
patient’s  clinical  response  as  excellent 
satisfactory,  or  poor,  and  the  clinical 
treatment  as  success  or  failure.  The  drug 
was  to  be  discontinued  if  there  was  no 
improvement  in  4  days,  or  if  reinfection 
occurred.  . 

Because  Ilosone  is  already  approved 
for  impetigo,  Lilly  has  only  to  ^ow  that 
Ilotycin  Ointment  is  as  effective  as 
Ilosone  Capsules  or  Solution.  Lilly 


performed  an  analysis  comparing  the 
patients  with  excellent  or  satisfactory 
responses  with  the  patients  who 
responded  poorly.  No  significant 
differences  were  found  among 
treatments.  Lilly  also  analyzed  the 
clinical  treatment  evaluation.  According 
to  Lilly’s  analysis,  96  percent  of  the 
Ilotycin  Ointment  patients  were 
successes,  and  97  percent  of  the  Ilosone 
patients  were  successes.  However,  there 
are  several  deficiencies  in  the  study 
which  call  these  results  into  question. 

It  was  not  necessary  for  the  study  to 
have  been  single-blind.  The  study  could 
have  been  conducted  as  a  double-blind 
trial  without  much  additional  effort 
because  placebo  capsules  were 
administered  to  the  Ilotycin  ointment 
group,  and  placebo  ointment  was  given 
to  the  Ilosone  capsules  group.  Thus,  it  is 
not  clear  that  all  possible  steps  were 
taken  to  minimize  bias  on  the  part  of  the 
observer  (21  CFR  314.111(a)(5)(ii)(a)(5)). 

A  major  deficiency  in  the  study  is  the 
manner  in  which  patients  were  assigned 
to  treatment  groups.  In  the  Rex,  Folan, 
and  Finnerty  studies,  significantly  more 
patients  witii  severe  cases  were 
assigned  to  the  Ilosone  group,  while 
more  patients  with  mild  cases  were 
assigned  to  the  Ilotycin  group.  For  the 
three  investigators,  the  percent  assigned 
to  each  group  was: 


Mild 

(per¬ 

cent 

Moder¬ 

ate 

(per¬ 

cent) 

Severe 

(per¬ 

cent) 

Or.  Rex: 

Ilotycin  oirttment . 

.  0 

80 

20 

. .  0 

50 

50 

Dr.  Folan: 

Ilotycin  ointment . 

_ _  33 

57 

10 

Ilosone  oapeulea . 

.  5 

90 

5 

Or.  Finnerty: 

Ilotycin  ointment . 

.  13 

48 

39 

.  0 

39 

61 

This  assignment  of  patients  suggests  a 
confounding  of  severity  of  illness  and 
treatment  effect.  Lilly  has  not  explained 
the  assignment  of  patients  to  treatment 
groups.  (21  CFR 
314.111(a)(5)(ii)(o)(2)(/7-)). 

There  are  several  discrepancies  in  the 
dtita  which  call  its  quality  into  question. 
The  classifications  of  clinical  response 
between  excellent  cmd  satisfactory  were 
ambiguous  and  inconsistent,  even  within 
individual  investigators.  For  example,  in 
the  majority  of  cases,  patients’ 
responses  were  classified  as  excellent  if 
then  final  clinical  status  was  “cleared,” 
and  their  responses  were  classified 
satisfactory  if  the  final  clinical  status 
was  “improved.”  However,  in  the  Rex. 
Folan,  and  Finnerty  investigations,  there 
were  patients  who  were  rated  as  having 
an  excellent  response,  but  who  had  only 
“improved,”  or  in  some  cases  “worse,” 


clinical  status.  In  the  Goldberg  study,  all 
of  the  patients  but  one  were  required  to 
change  treatment  at  the  final  visit, 
indicating  treatment  inadequacies. 
However,  the  clinical  responses  for 
those  patients  were  classified  as 
satisfactory  and  their  therapies  were 
considered  successes.  These 
inconsistencies  show  that  the  method  of 
evaluation  and  recording  results  has  not 
been  adequately  specified,  a  fatal  defect 
(21  CFR  314.111(a)(5)(ii)(o)(3)).  In 
addition,  when  Lilly  performed  its 
analyses  demonstrating  the 
effectiveness  of  Ilotycin  Ointment,  it 
combined  the  patients  who  had 
excellent  and  satisfactory  responses.  No 
explanation  is  provided  for  combining 
the  response  groups  in  this  manner,  nor 
is  there  any  assurance  that  the  analysis 
was  unbiased  (21  CFR 
314.111(a)(5)(ii)(o)(5)). 

There  were  other  deficiencies  as  well. 
The  protocol  called  for  a  6-day  course  of 
thereapy,  with  patients  returning  for 
evaluation  every  other  day.  However,  a 
majority  of  the  patients  had  a  6-  to  8-day 
course  of  therapy,  with  two  return  visits 
instead  of  the  three  visits  called  for  in 
the  protocol.  Other  patients  had  a 
course  of  therapy  ranging  from  2  to  14 
days.  There  is  no  explanation  of  these 
protocol  deviations.  Lilly  included 
patients  with  an  unusual  course  of 
therapy  in  its  analysis.  Certainly,  a 
realistic  analysis  of  the  results  would 
include  some  assessment  of  how  those 
patients  whose  course  of  therapy  greatly 
differs  from  the  majority  of  patients 
fared. 

8.  Cordran-N  Cream  (flurandrenolide 
and  neomycin  sulfate)  manufactured  by 
Eli  Lilly.  Lilly  submitted  reports  of  three 
studies  designed  to  compare  the 
effectiveness  of  Cordran-N  Cream, 
Cordran  Cream  (flurandrenolide), 
nemoycin  cream,  and  placebo  cream.  All 
patients  had  secondary  bacterial 
infections  confirmed  by  bacteriological 
cultures.  The  investigators  rated  the 
patients’  overall  response  as  excellent, 
good,  partial  improvement,  no 
improvement,  or  worse.  Each  patient’s 
signs  and  symptoms  were  documented 
in  addition  to  the  overall  evaluation.  At 
the  end  of  the  study  there  was  a 
tabulation  of  the  severity  of  the 
symptoms  at  the  first  and  final  visits. 

The  studies  are  not  adequate  and 
well-controlled  because  of  partial 
unblinding  (21  CFR 
314.111(a)(5)(ii)(a)(3)).  The  medication 
was  labeled  with  a  (kug  code.  The 
presence  of  the  drug  code  allowed  the 
investigator  to  identify  patients  who  had 
been  treated  with  the  same  drug,  thus 
possibly  influencing  the  perception  of  a 
patient’s  response.  Runs  of  consecutive 
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patients  who  had  been  treated  alike 
receiving  the  same  evaluation  score 
suggest  diat  an  investigator’s  evaluation 
of  one  patient  was  not  independent  of 
knowledge  of  how  previous  patients  had 
reacted  to  the  same  drug.  For  example, 
in  the  Finnerty  study,  9  of  the  last  10 
Cordran-N  patients  were  evaluated  as 
excellent  after  only  6  of  the  first  12 
Cordran-N  patients  had  been  evaluated 
as  obtaining  excellent  results,  hi  the 
Folan  study,  partial  improvement  was 
observed  in  3  of  the  first  6  neomycin 
patients,  and  in  all  of  the  lastlO.  In 
addition  Dr.  Folan  observed  a 
sensitivity  reaction  in  the  nineteenth 
patient  to  receive  Cordran-N,  who 
judged  "worse."  After  that  observation, 
the  investigator  judged  only  4  of  the  last 
9  patients  on  Cordran-N  to  be  excellent, 

3  of  the  last  9  to  be  good,  and  2  patients 
to  be  partially  improved.  Before  the 
“worse"  jud^ent,  however,  10  of  12 
patients  were  rated  as  “excellent,”  and  2 
were  evaluated  as  “good".  The  pattern 
of  dependence  between  observations 
indicates  that  the  results  are  too 
unreliable  to  make  valid  statistical 
inferences. 

Moreover,  even  if  the  partial 
unblinding  is  ignored,  the  data  provide 
minimal  evidence- that  neomycin  sulfate 
contributes  to  the  efiectiveness  of  the 
combination  product  (21  CFR  300.50(a). 
In  the  overall  evaluation  (the  most 
subjective  of  the  evaluation  made), 
Cordran-N  Cream  was  slightly  superior 
to  Cordran  Cream  in  two  studies,  but  in 
the  third  study  there  was  no  statistically 
significant  difference  between  Cordran- 
N  Cream  and  Cordran  Cream.  Moreover, 
for  individual  symptoms  (possibly  less 
influenced  by  the  unblinded  nature  of 
the  study)  no  investigator  observed  a 
significant  difference  between  Cordran- 
N  Cream  and  Cordran  Cream  in  any 
change-in-symptom  scores  at  the  final 
visit.  Lilly’s  analysis  of  variance  of  sum 
of  symptoms  scores  is  not  useful  unless 
further  partitioning  of  sums  of  squares  is 
performed  to  find  out  what  part  of  the 
significant  drug  effect  is  due  to 
differences  between  Cordran-N  and 
Cordran.  'The  measures  tested  here  is 
more  efficiently  analyzed  using  change- 
in-symptom  scores. 

9.  Neo-Synalar  Cream  (neomycin 
sulfate  and  fluocinolone  acetonide), 
manufactured  by  Syntex  Laboratories, 
Inc.  Syntex  submitted  the  results  of  a 
double-blind,  multiclinic,  parallel  study 
comparing  Neo-Synalar  Cream 
(neomycin  sulfate-fluocinolone 
acetonide)  with  Synalar  Cream 
(fluocinolone  acetonide),  an  approved 
product.  There  were  240  analyzable 
patients  in  the  study  and  IS 
investigators.  Each  investigator  studied 
i 


fi'om  2  to  39  patients.  Investigators 
assigned  the  patients  to  treatment 
groups  in  a  randomized  manner. 

The  study  was  conducted  on  patients 
clinically  diagnosed  as  having 
secondarily  infected  corticosteroid- 
responsive  dermatoses:  impetigenized 
atopic  dermatitis,  impetigenized 
seborrheic  dermatitis,  and  other 
impetigenized  dermatoses.  In  addition  to 
the  clinical  evaluations,  patients  were 
evaluated  bacteriologically  at  a  central 
laboratory.  'The  bacteriologic  evaluation 
confirmed  infection  in  141  of  the  240 
patients  with  analyzable  data 
(“infected”  patients).  In  the  remaining  99 
patients,  the  initial  laboratory  findings 
were  negative  or  could  not  confirm 
infection  (“uninfected"  patients). 

The  study  period  was  8  days. 
Treatment  consisted  of  7  days  of  non- 
occluded  applications  of  the  assigned 
drug  to  the  ^ected  areas  three  times 
daily.  In  order  to  control  accidental 
exposure  to  other  topical  antibacterial 
products,  all  patients  were  given 
unmedicated  soap  and  shampoo.  At  the 
initial  visit,  each  patient’s  symptoms 
were  evaluated  as  absent,  mild, 
moderate,  or  severe.  On  the  eighth  day 
of  the  study  the  symptoms  were  again 
evaluated  clinically,  and  the  clinical 
response  was  scored  on  a  five-point 
scale:  excellent,  moderate  improvement, 
slight  improvement,  no  improvement,  or 
worse.  Infected  patients  were  again 
evaluated  bacteriologically. 

The  sponsor  performed  a  statistical 
analysis  on  the  infected  patients 
separately  from  uninfected  patients.  It 
analyzed  the  clinical  responses  and 
laboratory  bacteriological  findings.  The 
six  clinics  with  the  largest  patient 
enrollment  were  analyzed  separately, 
but  the  data  from  the  remaining  clinics 
were  pooled,  ignoring  investigator. 

In  its  analysis  of  infected  patien^  the 
sponsor  found  a  statistically  significant 
difference  in  favor  of  Neo-Synalar  in 
infections  cleared  and  clinical  response. 
Symptom  severity  scores  favored  Neo- 
Synalar  as  well,  but  the  difference  was 
not  statistically  significant.  ’The  sponsor 
found  no  differences  between  Synalar 
and  Neo-Synalar  in  the  analysis  of 
uninfected  patients  and  patients  with 
unconfirmed  infection. 

There  are  flaws  in  the  sponsor’s 
statistical  analysis  which  lessen  the 
significance  of  the  results.  In  the  study’s 
protocol,  the  sponsor  proposed  to 
analyze  aU^patients  for  clinical 
effectiveness  and  to  examine 
effectiveness  within  subgroups  based  on 
demographic  characteristics,  disease 
entity,  disease  status,  bacterial 
organism,  and  location  of  lesions  to  see 
in  which  subgroups  the  drug  is 
differentially  active  or  inactive.  The 


only  analysis  S3mtex  reported,  however, 
is  stratified  on  the  basis  of  laboratory 
confirmation  of  infection.  This  is  not  the 
primary  analysis  called  for  by  the 
protocol,  and  this  deviation  was  not 
explained.  Moreover,  there  was  no 
correction  of  the  analysis  for  the 
multiple  comparsions  carried  out. 

In  addition,  in  its  analysis  Syntex 
pooled  the  data  of  all  the  clinics, 
ignoring  clinic  as  a  possible  blocking 
factor.  From  the  manner  of  presentation 
of  the  data,  it  is  impossible  to  treat 
clinic  as  a  blocking  factor  in  analyzing 
the  data  from  eight  of  the  investigators. 
Syntex  combined  the  data  of  all  eight 
investigators  and  presented  them  in  a 
joint  report  These  investigators  treated 
a  total  of  85  patients.  Even  when 
investigators  have  small  patient 
samples,  the  results  of  each  investigator 
should  be  presented  separately.  Another 
instance  of  improper  pooling  is  the 
inclusion  of  the  results  of  Dr.  Clement’s 
4  patients  with  the  results  of  Dr.  Clark’s 
18  patients.  The  22  patients  have  been 
presented  as  results  at  one  clinic.  (Both 
investigators  are  located  in  Rochester, 
New  York). 

Failure  to  adjust  for  investigator 
effects  is  particularly  disturbing  when 
the  treatment  groups  may  be 
imbalanced.  One  investigator  stands  out 
as  particularly  imbalanced  in  the 
distribution  of  patients  to  treatment  Dr. 
Carpenter  had  eight  infected  patients 
treated  with  Neo-Synalar,  and  three 
infected  patients  treated  with  Synalar. 
Two  of  the  three  Synalar  patients  were 
under  5  years  old,  while  all  of  the  Neo- 
Synalar  patients  were  over  5  years  old. 

FDA  performed  a  statistical  analysis 
on  the  data  submitted  using  a  blocked 
Wilcoxon  test.  In  the  infected  patients, 
the  results  were  statistically  significant 
in  favor  of  Neo-Synalar  in  both  clinical 
and  bacteriological  responses.  However, 
FDA  disagrees  with  Syntex’s  conclusion 
that  there  is  no  difference  between* 
Synalar  and  Neo-Synalar  in  uninfected 
patients.  A  blocked  analysis  of  the 
clinical  response  of  uninfected  patients 
yielded  a  result  in  favor  of  Synalar.  In 
addition,  FDA  examined  the  results  of 
uninfected  patients  at  the  individual 
clinics,  and  found  that  Dr.  Carpenter 
obtained  a  statistically  significant 
difference  favoring  Synalar.  In  the  eight 
clinics  reported  jointly,  Synalar  was 
superior  to  Neo-Synalar  in  clinical 
response  of  uninfected  patients.  'The 
positive  results  obtained  with  Synalar 
lessen  the  impact  of  the  favorable 
results  obtained  with  Neo-Synalar,  and 
indicate  the  importance  of  correcting 
analyses  of  subgroups  to  account  for  the 
highest  probability  of  finding  spurious 
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“significant  differences”  when  many 
comparisons  are  made. 

It  is  important  to  note  that  the 
uninfected  patients  exhibiting  clinical 
symptoms  are  not  necessarily  free  of 
bacteria  and  the  bacteriologic 
classification  of  "infected,” 

“uninfected,”  or  “questionably  infected" 
are  not  mentioned  or  defined  in  the 
protocol,  and  may  not  be  clinically 
appropriate  in  particular  patients.  For 
these  reasons,  and  because  the  original 
protocol  calls  for  an  analysis  that  is  not 
stratified  on  the  basis  of  bacteriological 
confirmation  of  infection,  FDA 
performed  an  analysis  of  clinical 
response  ignoring  laboratory 
confirmation  of  infection.  This  analysis 
demonstrated  no  significant  difference 
between  the  effectiveness  of  Synalar 
and  Neo-Synalar: 


sy-Sar  Synalar 


Excellent .  58  51 

Modetate  Improvement .  29  30 

Slight  Improvement . .  7  12 

No  Chan^ .  2  3 

Worse .  4  5 


The  study  fails  to  demonstrate  the 
contribution  of  neomycin  sulfate  to  the 
combination  product  (21  CFR  300.50(a)). 

In  addition  to  the  defects  in  the 
statistical  analysis,  there  is  a  deficiency 
in  the  study’s  protocol.  The  protocol 
does  not  specify  the  number  of  clinics  in 
the  study  or  the  number  of  patients  to  be 
entered  at  each  clinic.  Sample  sizes  per 
investigator  range  from  2  to  39,  with  a 
median  of  17  patients.  The  protocol 
should  state  the  number  of  patients 
enrolled  at  each  clinic.  This  would 
discourage  discontinuation  of  the  study 
at  the  point  where  it  looks  most 
impressive.  In  addition,  the  sponsor 
should  provide  some  explanation  of  the 
differences  between  investigators  in  the 
number  of  patients  entered. 

10.  Neo-Cort-Dome  Creme 
(hydrocortisone  and  neomycin  sulfate), 
manufactured  by  Dome  Laboratories. 
The  submission  in  support  of  Neo-Cort- 
Dome  Creme  consists  of  a  report  of 
three  clinical  studies,  and  a  published 
article  (Marples  and  Kligman). 

Each  clinical  investigator  followed  the 
same  protocol  for  a  double-blind,  paired 
comparison  study  which  compared  the 
total  formulation,  each  of  its 
components,  and  a  placebo  in  patients 
with  infected  dermatoses.  The  first 
investigator  enrolled  only  five  patients 
in  his  study,  and  discontinued  it  before 
completion.  The  second  investigator 
studied  112  patients  with  infected 
dermatoses.  The  overall  satisfactory 
response  rate  was: 

Neo-Cort-Dome  Creme — 90% 


Hydrocortisone  cream — 88.9% 

Neomycin  cream — 90% 

Placebo  cream — 83.3% 

The  third  investigator  studied  98 
patients.  The  overall  satisfactory 
response  rate  was; 

Neo-Cort-Dome  Creme — 59.5  percent 
Hydrocortisone  cream — 64.1  percent 
Neomycin  cream — 29.6  percent 
Placebo  cream— 41.2  percent 
The  sponsor  concluded,  and  FDA 
agrees,  that  there  is  no  significant 
difference  in  the  effectiveness  of  Neo- 
Cort-Dome  Creme,  its  individual 
components,  and  the  placebo. 

The  Marples  and  Kligman  article 
points  out  an  inadequacy  in  the  design 
of  this  type  of  study.  The  authors 
discuss  the  spread  of  a  drug  from  the 
site  of  application,  which  may  give  rise 
to  false  interpretations  when  one  patient 
is  treated  with  more  than  one  drug 
product.  A  better  study  would  be  to 
assign  one  product  to  each  patient  in  a 
random  fashion. 

11.  Nystaform-HC  Ointment  (nystatin, 
iodochlorhydroxyquin,  and 
hydrocortisone),  manufactured  by  Dome 
Laboratories.  Dome  submitted  an 
outline  of  three  clinical  studies  as  they 
were  planned.  Each  investigator  was  to 
study  90  patients  with  bilateral  lesions 
of  cutaneous  candidiasis  complicated  by 
infection  vtrith  bacteria  sensitive  to 
iodochlorhydroxyquin.  The  test 
formulations  studied  were  (1) 
Nystaform-HC  Ointment,  (2)  nystatin 
and  iodochlorhydroxyquin  in  the 
product  vehicle,  (3)  hydrocortisone  in 
the  product  vehicle,  and  (4)  the  product 
vehicle.  Using  a  double-blind  pared 
lesion  design,  the  patients  were 
randomly  assigned  to  one  of  three 
treatment  groups.  The  three  groups 
involved  a  comparison  of  the  complete 
formulation  with  each  of  the  other  test 
formuAtions. 

Due  to  a  scarcity  of  cases  of 
candidiasis,  only  35  patients  with  an 
initial  positive  culture  for  bacteria  or 
Candida  were  enrolled  in  the  three 
studies.  Of  these  patients,  only  15 
exhibited  a  positive  culture  for  both 
Candida  and  bacteria.  The  percent  of 
these  patients  in  whom  satisfactory 
results  were  obtained  are: 
Nystaform-HC — 80.6% 

Nystatin  and  iodochlorhydroxyquin — 

55% 

Hydrocortisone — 73.3% 

Vehicle — 75% 

FDA  agrees  with  the  sponsor  that  the 
number  of  patients  in  the  pooled  results 
is  too  small  for  a  valid  evaluation. 
Moreover,  the  results  obtained  show  a 
superiority  of  the  complete  formulation 
only  over  the  antimicrobial  agent,  but 
not  over  the  vehicle  or  the 


hydrocortisone  alone  (21  CFR  300.50(a)). 
llie  microbiological  response  could  not 
be  evaluated  as  the  number  of  patients 
with  both  positive  bacterial  and  fungal 
cultures  was  too  small. 

12.  Cortisporin  Cream  (polymyxin  B 
sulfate,  gramicidin,  neomycin,  sulfate, 
and  hydrocortisone)  manufactured  by 
Burroughs-Wellcome  Co.  Burroughs- 
Wellcome  submitted  results  of  an 
incomplete  investigation  that  compared 
Cortisporin  Cream  to  Neosporin-G 
Cream  (polymyxin  B  sulfate,  neomycin 
sulfate,  and.gramicidin)  and  to 
hydrocortisone  cream  in  147  patients.  Of 
the  patients  studied,  37  had  atopic 
dermatitis,  13  had  insect  bites,  37  had 
intertriginous  eruptions,  1  had  atopic 
contact  dermatitis,  17  had 
neurodermatitis,  39  had  contact 
dermatitis,  2  had  atopic  insect  bite,  and 
one  had  no  dermatitis. 

The  study  is  not  adequate  and  well- 
controlled,  because,  as  Burroughs- 
Wellcome  acknowledges,  the  patients 
may  not  be  comparable  in  primary 
diagnoses  and  inciting  organisms.  In 
addition,  the  firm  notes  that  because  of 
all  of  the  conditions  studies  are  self- 
limiting,  the  time  of  evaluation  must  be 
considered  (21  CFR 
314.111(a)(5)(ii)(o)(2)(Z//)).  The  firm 
suggests,  therefore,  that  the  patients  be 
analyzed  in  a  manner  taking  these 
variables  into  account.  No  such 
analyses  were  submitted,  however,  and 
the  firm  noted  that  under  these  analyses 
the  numbers  of  patients  would  be  too 
small  to  draw  meaningful  conclusions. 

In  addition,  when  these  variables  are 
ignored,  the  study  indicates  no 
significant  difference  between  the 
effectiveness  of  Cortisporin  and  the 
product’s  antibiotic  component 
(Neosporin-G),  whether  clinical  or 
microbiological  response  is  measured. 
The  sponsor  claims  that  the  percentage 
of  patients  showing  clinical  response 
was: 


Marked 

improve¬ 

ment 

(percent) 

Some 
improve¬ 
ment 
(slight  or 
marked) 
(percent) 

Placebo . . 

.  24 

60 

.  SO 

82 

_  64 

88 

Cortisporin . 

_  70 

89 

According  to  the  sponsor,  the 
percentage  of  patients  obtaining 
microbiological  response  was: 

Placebo — 24% 

Hydrocortisone — 38% 

Neosporin-G — 67% 

Cortisporin — 50% 

Thus,  the  study  fails  to  demonstrate  a 
contribution  of  hydrocortisone  to  the 
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effectiveness  of  Cortisporin.  (21  CFR 
300.50(a)). 

The  sponsor  claims  that  Neosporin-G 
cream  is  signHcantly  more  effective  than 
placebo,  both  clinically  and 
microbiologically.  However,  the  firm  has 
not  shown  that  each  component  of 
Neosporin-G  contributes  to  its 
effeuiik’eness.  In  addition,  the  OTC 
Antimicrobial  II  Panel  concluded  that 
there  was  insufficient  information  to 
determine  the  effectiveness  of 
combination  skin  wound  antibiotics 
containing  neomycin  sulfate,  polymyxin 
B  sulfate,  and  gramicidin. 

In  a  second  submission  the  author  of 
an  editorial  argues  that  antibiotic/ 
steroid  combinations  are  the  drugs  of 
choice  for  treating  eczema  with 
secondary  bacterial  infections  but 
admits  that  the  drugs  are  not  indicated 
in  primary  pyoderma  such  as  impetigo. 

13.  NeoDecadron  Cream 
(dexamethasone  sodium  phosphate  and 
neomycin  sulfate)  manufactured  by 
Merck  Sharp  B  Dohme.  Merck  Sharp  & 
Dohme  submitted  reports  of  studies  by 
38  investigators.  Each  study  was 
conducted  under  the  same  protocol. 

They  were  double-blind,  randomized, 
parallel  group  comparisons  of  the 
complete  formulation  and  the  individual 
components  in  patients  with 
impetiginized  eczematous  dermatitis. 
Applications  were  made  three  times 
daily  for  10  days,  and  the  lesions  were 
soaked  in  salt  water  once  daily.  The 
patients  were  to  be  seen  at  days  four 
and  ten,  at  which  time  the  status  of  the 
ecz^a  and  infection  were  rated. 
Eczema  was  rated  according  to  the 
amount  of  lichenification,  erythema, 
scaling,  and  pruritus.  Infection  was 
rated  as  to  the  amount  of  peri-lesion 
erythema,  crusting,  tenderness,  and 
prurulence.  A  total  of  180  patients  were 
studied.  Because  the  number  of  patients 
in  the  individual  studies  was  too  small 
for  independent  evaluation,  the  results 
of  all  studies  were  pooled. 

The  results  of  the  studies  show  no 
superiority  of  the  complete  formulation 
over  the  individual  ingredients. 
According  to  the  sponsor’s  statistical 
analysis,  the  only  significant  difference 
between  the  treatment  groups  was  that 
Neo-Decadron  and  Neomycin  were  both 
superior  to  the  vehicle  in  treating 
eczema  and  infection.  Therefore,  the 
studies  fail  to  show  that  each  ingredient 
lends  some  effect  to  the  combination  (21 
CFR  300.50(a)). 

14.  Noe-MedroJ  Acetate 
(methylprednisolone  acetate  and 
neomycin  sulfate)  manufactured  by  The 
Upjohn  Co.  Upjohn  submitted  reports  of 
two  double-blind  paired  group 
comparisons  of  the  complete 
formulation,  the  individual  ingredients. 


and  the  vehicle.  There  were  to  be  15 
patients  per  treatment  group  in  each 
study.  The  patients  were  diagnosed  as 
having  secondary  bacterial  infections 
superimposed  upon  any  of  the  following: 
contact  dermatitis,  neurodermatitis, 
atopic  dermatitis,  intertriginous 
eruptions,  or  small  bums.  The  treatment 
lasted  for  7-9  days,  after  which  the 
symptoms  and  signs  were  rated.  A 
bacterial  cult\u«  was  done  only  initially. 

The  first  study  investigated  66 
patients.  The  second  study  included 
only  8.  an  insufficient  number  of 
patients  for  evaluation. 

Of  the  patients  in  the  larger  study, 
those  who  showed  good  to  excellent 
improvement  were: 

Neo-Medrol — 19% 

Neomycin — 28% 

Methylprednisolone — 20% 

Vehicle — 24% 

This  study  does  not  demonstrate  any 
benefit  of  the  complete  formulation  over 
that  of  the  individual  ingredients,  nor  is 
it  possible  to  determine  the  contribution 
of  the  components  to  the  combination 
(21  CFR  300.50(a)). 

15. '  Neo-Cortef  Ointment 
(hydrocortisone  acetate  and  neomycin 
sulfate)  manufactured  by  The  Upjohn 
Co.  Upjohn  submitted  reports  of  two 
double-blind  paired  group  comparisons 
of  the  complete  formulation,  the 
individual  ingredients,  and  the  vehicle  in 
117  patients.  The  patients  had 
secondary  bacterial  infections 
superimposed  upon  any  of  the  following: 
contact  dermatitis,  neurodermatitis, 
atopic  dermatitis,  intertriginous 
eruptions,  and  small  bums.  Clinical 
evaluations  of  the  change  in  various 
symptoms  and  signs  and  the  degree  of 
overall  improvement  were  made. 

Upjohn  concluded,  and  FDA  agrees, 
that  neither  of  the  studies  show  any 
significant  difference  between  the 
complete  formulation  and  its 
components.  Therefore,  the  data 
submitted  do  not  demonstrate  the 
contribution  of  each  of  the  components 
of  the  combination  (21  CFR  300.50(a)). 

16.  Neo-Hytone  Cream 
(hydrocortisone  and  neomycin  sulfate) 
manufactured  by  Dermik  Laboratories. 
Two  studies  were  performed  comparing 
the  effectiveness  of  the  total 
formulation,  its  components,  and 
placebo.  Leibsohn  investigated  17 
patients  and  Olansky  studied  11 
patients.  As  stated  by  the  sponsor,  these 
data  are  insufficient  to  form  a 
conclusion  on  the  effectiveness  of  Neo- 
Hytone  Cream. 

Notice  of  Opportunity  for  Hearing 

On  the  basis  of  all  of  the  data  and 
information  available  to  him,  the 
Director  of  the  Bureau  of  Drugs  is 


unaware  of  any  adequate  and  well- 
controlled  clinical  investigation, 
conducted  by  experts  who  are  qualified 
by  scientific  training  and  experience, 
meeting  the  requirements  of  section  505 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (21  U.S.C.  355)  and  21  CFR 
314.111(a)(5)  and  21  CFR  300.50(a)  that 
provides  substantial  evidence  of 
effectiveness  of  any  of  the  products 
listed  above. 

Therefore,  notice  is  given  to  the 
holders  of  the  new  drug  applications 
and  to  all  other  interested  persons  that 
the  Director  of  the  Bureau  of  Drugs 
proposes  to  issue  an  order  under  section 
505(e)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (21  U.S.C.  355(e)). 
withdrawing  approval  of  the  new  drug 
applications  and  all  amendments  and 
supplements  thereto  on  the  ground  that 
new  information  before  him  with  respect 
to  the  drug  products,  evaluated  together 
with  the  evidence  available  to  him  when 
the  applications  were  approved,  shows 
there  is  a  lack  of  substantial  evidence 
that  the  drug  products  will  have  the 
effect  they  purport  or  are  represented  to 
have  under  the  conditions  of  use 
prescribed,  recommended,  or  suggested 
in  the  labeling. 

In  addition  to  the  holders  of  the  new 
drug  applications  specifically  named 
above,  this  notice  of  opportimity  for 
hearing  applies  to  all  persons  who 
manufacture  or  distribute  a  drug  product 
that  is  identical,  related,  or  similar  to  a 
drug  product  named  above,  as  defined 
in  21  CFR  310.6.  It  is  the  responsibility  of 
every  drug  manufacturer  or  distributor 
to  review  this  notice  of  opportunity  for 
hearing  to  determine  whether  it  covers 
any  drug  product  that  the  person 
manufactures  or  distributes.  Such 
person  may  request  an  opinion  of  the 
applicability  of  this  notice  to  a  specific 
dnig  product  by  writing  to  the  Division 
of  Drug  Labeling  Compliance  (address 
given  above). 

In  addition  to  the  ground  for  the 
proposed  withdrawal  of  approval  stated 
above,  this  notice  of  opportunity  for 
hearing  encompasses  all  issues  relating 
to  the  legal  status  of  the  drug  products 
subject  to  it  (including  identical,  related, 
or  similar  drug  products  as  defined  in  21 
CFR  310.6)  e.g.,  any  contention  that  any 
such  product  is  not  a  new  drug  because 
it  is  generally  recognized  as  safe  and 
effective  within  the  meaning  of  section 
201  (p)  of  the  act  or  because  it  is  exempt 
from  part  or.  all  of  the  new  drug 
provisions  of  the  act  under  the 
exemption  for  products  marketed  before 
June  25. 1938,  contained  in  section  201(p) 
of  the  act,  or  under  section  107(c)  of  the 
Drug  Amendments  of  1962  or  for  any 
other  reason. 
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In  accordance  with  section  505  of  the 
act  (21  U.S.C.  355)  and  the  regulations 
promulgated  thereunder  (21  CFR  Parts 
310.  314),  the  applicants  and  all  other 
persons  subject  to  this  notice  under  21 
CFR  310.6  are  hereby  given  an 
opportunity  for  a  hearing  to  show  why 
approval  of  the  new  drug  applications 
should  not  be  withdrawn  and  an 
opportunity  to  raise,  for  administrative 
determination,  all  issues  relating  to  the 
legal  status  of  a  drug  product  named 
above  and  of  all  identifical,  related  or 
similar  drug  products. 

Any  applicant  or  any  other  person 
subject  to  this  notice  under  21  CFR  310.6 
who  decides  to  seek  a  hearing,  shall  file 
(1)  on  or  before  October  26, 1981,  a 
written  notice  of  appearance  and 
request  for  hearing,  and  (2)  on  or  before 
November  24, 1981,  the  data, 
information,  and  analyses  relied  on  to 
justify  a  hearing,  as  specified  in  21  CFR 
314.200.  Any  other  interested  person 
may  submit  comments  on  this  notice. 
The  procedures  and  requirements 
governing  this  notice  of  opportunity  for 
hearing,  a  notice  of  appearance  and 
request  for  hearing,  a  submission  of 
data,  information,  and  analyses  to 


justify  a  hearing,  other  comments,  and  a 
grant  or  denial  of  hearing  are  contained 
in  21  CFR  314.200. 

The  failure  of  an  applicant  or  any 
other  person  subject  to  this  notice  under 
21  CFR  310.6  to  file  timely  written 
appearance  and  request  for  hearing  as 
required  by  21  CFR  314.200  constitutes 
an  election  by  the  person  not  to  make 
use  of  the  opportunity  for  a  hearing 
concerning  the  action  proposed  with 
respect  to  the  product  and  constitutes  a 
waiver  of  any  contentions  concerning 
the  legal  status  of  any  such  drug 
product.  Any  such  dnig  product  may  not 
thereafter  lawfully  be  marketed,  and  the 
Food  and  Drug  Administration  will 
initiate  appropriate  regulatory  action  to 
remove  such  drug  products  from  the 
market.  Any  new  drug  product  marketed 
without  an  approved  NDA  is  subject  to 
regulatory  action  at  any  time. 

A  request  for  a  hearing  may  not  rest 
upon  mere  allegations  or  denials,  but 
must  set  forth  specific  facts  showing 
that  there  is  a  genuine  and  substantial 
issue  of  fact  that  requires  a  hearing.  If  it 
conclusively  appears  from  the  face  of 
the  data,  information,  and  factual 
analyses  in  the?^quest  for  the  hearing 


that  there  is  no  genuine  and  substantial 
issue  of  fact  which  precludes  the 
withdrawal  of  approval  of  the 
application,  or  when  a  request  for 
hearing  is  not  made  in  the  required 
format  or  with  the  required  analyses,  the 
Commissioner  of  Food  and  Drugs  will 
enter  summary  judgment  against  the 
person(s)  who  requests  the  hearing, 
making  findings  and  conclusions, 
denying  a  hearing. 

All  submissions  in  response  to  this 
notice  must  be  filed  in  quintuplicate. 

The  submissions,  except  for  data  and 
information  prohibited  from  public 
disclosure  under  21  U.S.C.  331(j)  or  18 
U.S.C.  1905,  may  be  seen  in  the  Dockets 
Management  Branch  (formerly  the  office 
of  the  Hearing  Clerk)  between  9  a.m. 
and  4  p.m.,  Monday  through  Friday. 

(Secs.  502,  505,  52  Stat.  1050-1053  as  amended 
(21  U.S.C.  352,  355)  and  under  authority 
delegated  to  the  Director  of  the  Bureau  of 
Drugs  (21  CFR  5.70,  5.82)) 

Dated:  April  1, 1981. 

).  Richard  Grout, 

Director,  Bureau  of  Drugs. 
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